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What we claim is: 

I. A compound having the Formula: 




or a pharmaceutical^ acceptable salt thereof, wherein; 
5 B is the Formula: 

.34 




9 10 11 12 13 32 33 34 35 36 
R,R , R , R , R , R , R ,R , R , and R are 

independently selected from the group consisting of hydrido, acetamido, 
haloacetamido, amidino, guanidino, alkylenedioxy, haloalkylthio, 

1 0 alkanoyloxy, alkoxy, alkoxyalkyl, haloalkoxylalkyl, hydroxy, amino, 

alkoxyamino, nitro, lower alkylamino, alkylthio, alkylthioalkyl, alkylsulfinyl, 
alkylsulfonyl, alkylsulfonylalkyl, aryl, aralkyl, cycloalkyl, cycloalkylalkyl, 
alkylsulfonamido, alkylaminosulfonyl, amidosulfonyl, monoalkyl 
amidosulfonyl, dialkyl amidosulfonyl, alkanoyl, haloalkanoyl, alkyl, alkenyl, 

15 halo, haloalkyl, haloalkenyl, haloalkoxy, hydroxyhaloalkyl, hydroxyalkyl, 
aminoalkyl, haloalkoxy alkyl, carboxyalkyl, carboalkoxy, car boxy, 
carboxamido, carboxamidoalkyl, and cyano; 

9 10 11 12 13 . „ , 
R , R , R , R , and R are optionally selected from the group 

consisting of heteroaryl and heterocyclyl with the proviso that R^, R ^ f R 1 \ 
12 13 

20 R , and R are substi tutents for other than B ; 
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16 19 32 n 33 n 34 n 35 . n 36 . _ , . . n 
R ,R , R , R , R , R , and R are independently optionally 

Q b with the proviso that no more than one of R 16 and R 19 is Q b at the same 



b be 
time and that Q isQ ; 



B is optionally selected from the group consisting of hydrido, 
trialkylsilyl, C2-C8 alkyl, C3-C8 alkylenyl, C3-C8 alkenyl, C3-C8 alkynyl, 
and C2-C8 haloalkyl, wherein each member of group B may be optionally 
substituted at any carbon up to and including 6 atoms from the point of 

32 33 

attachment of B to A with one or more of the group consisting of R , R , 



„34 35 . 36 
R ,R ,andR ; 



10 B is selected from the group consisting of C3-C12 cycloalkyl and C4- 

33 

heterocyclyl, wherein each ring carbon may be optionally substituted with R , 

a ring carbon other than the ring carbon at the point of attachment of B to A 

may be optionally substituted with oxo provided that no more than one ring 

carbon is substituted by oxo at the same time, ring carbons and nitrogens 

1 5 adjacent to the carbon at the point of attachment may be optionally substituted 

9 13 9 
with R or R , a ring carbon or nitrogen adjacent to the R position and two 

10 

atoms from the point of attachment may be substituted with R t a ring carbon 

13 

or nitrogen adjacent to the R position and two atoms from the point of 

12 

attachment may be substituted with R , a ring carbon three atoms from the 

10 

2 0 point of attachment and adjacent to the R position may be substituted with 

R * \ a ring carbon three atoms from the point of attachment and adjacent to 

12 33 
the R position may be substituted with R , and a ring carbon four atoms 

11 33 

from the point of attachment and adjacent to the R and R positions may be 
substituted with R^ 4 ; 
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A is selected from the group consisting of single covalent bond, 
(W^-CCHCR 15 ))^ and (CH^ 15 ))^-^ 7 )^ wherein rr is an integer 

selected from 0 through 1, pa is an integer selected from 0 through 6, and W 7 

7 7 

is selected from the group consisting of O, S, C(O), (R )NC(0), (R )NC(S). 
7 

5 and N(R ) with the proviso that no more than one of the group consisting of rr 



and pa is 0 at the same time; 
alkyl; 



7 

R is selected from the group consisting of hydrido, hydroxy, and 



R 1 ^ is selected from the group consisting of hydrido, hydroxy, halo, 
1 0 alkyl, and haloalkyl; 

is selected from the group consisting of NH and NOH; 

M is selected from the group consisting of N and R*-C; 

R* is selected from the group consisting of hydrido, alkyl, alkenyl, 
cyano, halo, haloalkyl, haloalkoxy, haloalkylthio, amino, aminoalkyl, 
15 alkylamino, amidino, hydroxy, hydroxyamino, alkoxy, hydroxyalkyl, 
alkoxyamino, thiol, and alkylthio; 

R 2 isZ°-Q; 

Z° is selected from the group consisting of covalent single bond, 

41 42 41 
(CR R )q wherein q is an integer selected from 1 through 3, (CH(R ))g- 

20 W°-(CH(R ))p wherein g and p are integers independently selected from 0 
through 3 and is selected from the group consisting of O, S, C(O), S(O), 
N(R 41 ), and ON(R 41 ), and (CH(R 41 )) e -W 22 -(CH(R 42 )) h wherein e and h 

are integers independently selected from 0 through 1 and w 22 is selected from 

41 42 

the group consisting of CR =CR , 1,2-cyclopropyl, 1,2-cyclobutyl, 1,2- 

25 cyclohexyl, 13-cyclohexyl, 1,2-cyclopentyl, 13-cyclopentyl, 23- 

morpholinyl, 2,4-moipholinyl, 2,6-morpholinyl, 3,4-morpholinyI, 3,5- 
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10 



morpholinyl, 1,2-piperazinyl, 13-pipenmnyl, 23-piperazinyI, 2 6- 
ptperazmyl, 1,2-piperidinyl, 13- P iperidi n y|,23- P iperidinyl.2,4-pi P eridi„yl 
2.6-p.pendmyl, 3,4-piperidinyl, 13-pyiroIidinyl, 1,3-pyirolidinyl 23- ' 
pyirohdinyl, 2,4-pyrrolidinyl, 23-pyrrolidi„ y l, 3,4-pyrrolidinyl 23- 
tetranydrofuranyl, 2.4-tetrahydrefuranyl, 23-tetrahydrofurany], and 3 4- 
tetrahydrofuranyl, with the proviso that 2° is directiy bonded to the pymzinone 
ring; 

41 42 

R andR are independently selected from the group consisting of 
amidino, hydroxyamino, hydrido, hydroxy, amino, and alkyl; 

Q is selected from the group consisting of hydrido, witi, the proviso 
that f is other than a covalent single bond, and the formula (II)- 

r 

r1 V k V r12 

r9 /° VS." 



(II) 

wherein D*, D 2 , J 1 , J 2 mi K > ^ indepeodentIy ^ ^ ^ ^ 
consisting of C, N, O, S and a covalent bond with the provisos that no more 
15 than one is a covalent bond, no more than one of d\ D 2 J 1 , J 2 a„ d k 1 is 0 , 
no more than one of D 1 , D 2 , J 1 , J 2 andK* is S, one of D 1 , D 2 , J 1 , J 2 and 
K must be a covalent bond when two of D 1 , D 2 , J 1 , J 2 and K 1 are O and S, 
and no more than four of D \ D 2 J 1 , J 2 and K ! are N, with the proviso that 
R.R .R ,R -andR 13 are each independently selected to maintain the 

20 s^iTr^ 

suitor, and the divalent nature of oxygen; 

K is (CR 4 ^ 4 ^ wherein n is an integer from i 2 
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K andR are independently selected from the group consisting of 
halo, hydrido, hydroxyalkyl, alkyl, alkoxyalkyl, alkylthioalkyl, and haloalkyl; 

E° is E , when K is (CR V b ) n , wherein E 1 is selected from the 
group consisting of a covalent single bond, C(O), C(S), C(0)N(R 7 ), 
5 (R ? )NC(0), S(0)2, (R 7 )NS(0) 2 , and S^rV); 
Y° is formula (IV): 




wherein D , D , J 5 , and J 6 are independently selected from the group 
consisting of C, N, O, S and a covalent bond with the provisos that no more 
10 than one is a covalent bond, K* is C, no more than one of D 5 , D 6 , J 5 , and J 6 
is O, no more than one of D 5 D 6 J 5 , and j 6 is s , one of D 5 D 6 j5 ^ j6 

mustbeacovalentbondwhentwoofD 5 D 6 J 5 ,a ndJ 6 are o and S (andno 
more than four of D 5 , D 6 , J 5 , and J 6 are N; 

' * R ' MdR independently selected from the group 
15 consisting of hydrido, amidino, guanidino, carboxy, haloalkylthio, alkoxy 
hydroxy, amino, nitro, alkoxyamino, lower alky.amino, alkylthio 
alkylsulfiny, alkylsulfonyl, alkanoyl, haloalkanoyl, alkyl, alkenyl, halo, 
haloalkyl, haloalkoxy, hydroxyalkyl, alkylamino, haloalkoxyalkyl 
carboalkoxy, and cyano; ' 
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Q is selected from the group consisting of NR R , aminoalkylenyl, 

Q be wherein Q be is hydrido, N(R^)C(NR^)N(R^)(R^*) . and 
25 23 *2A 

C(NR )NR R , with the provisos that no more than one of R 2 ° and R 2 1 

is hydroxy, amino, alkylamino, or dialkylamino at the same time and that no 
23 24 

5 more than one of R and R is hydroxy, amino, alkylamino, or 

dialkylamino at the same time; 

20 21 23 24 25 26 
R ,R ,R ,R ,R ,andR are independently selected from the 

group consisting of hydrido, alkyl, hydroxy, aminoalkylenyl, amino, 
dialkylamino, alkylamino, and hydroxyalkyl; 

10 Q is selected from the group consisting of a single covalent bond, 

37 38 

(CR R ) 5 wherein b is an integer selected from 1 through 4, and 
(CH(R )) C -W -(CH(R 15 )) d wherein c and dare integers independently 
selected from 1 through 3 and W 1 is selected from the group consisting of 

C(0)N(R W ), (R 14 )NC(0), S(O), S(0) 2 , S(0) 2 N(R 14 ), N(R 14 )S(0) 2 , and 

14 14 
15 N(R ), with the provisos that R is selected from other than halo when 

directly bonded to N and that (CR 37 ^ 8 ^, and (CH(R 14 )) C are bonded to E°; 
14. 

R is selected from the group consisting of hydrido, halo, alkyl, and 
haloalkyl; 

37 38 

R independently selected from the group consisting of 

2 0 hydrido, alkyl, and haloalkyl; 
38 

R is optionally selected from the group consisting of aroyl and 
heteroaroyl; 
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Y° is optionally Q b -Q ss wherein Q ss is (CH(R 14 )) e -W 2 -(CH(R 15 )) h , 

wherein e and h are integers independently selected from 1 through 2 and W 2 

4a 4b \a 
isCR =CR with the proviso that (CH(R )) e is bonded to E°; 

Y° is optionally selected from the group consisting of Q^q"" and Q b - 
Q SSSSr wherein Q 5 ** is (CHCR 38 )),-^ and Q ssssr is (CH(R 38 ) V W 6 , r is an 
integer selected from 1 through 2, and W 5 and W 6 are independently selected 
from the group consisting of 1,4-indenyl, 1,5-indenyl. 1,6-indenyl, 1,7- 
indenyl, 2,7-indenyl, 2,6-indenyl, 2,5-indenyl, 2,4-indenyl, 3,4-indenyl, 3,5- 
indenyl, 3,6-indenyl, 3,7-indenyl, 2,4-benzofuranyl, 2,5-benzofuranyl, 2,6- 
benzofuranyl, 2,7-benzofuranyl, 3,4-benzofuranyI, 3,5-benzofuranyl, 3,1 
benzofuranyl, 3,7-benzofuranyl, 2,4-benzothiophenyl, 2,5-benzothiophenyl, 
2,6-benzothiophenyl, 2,7-benzothiophenyl, 3,4-benzothiophenyl, 3,5- 
benzothiophenyl, 3,6-benzothiophenyl, 3,7-benzothiophenyl, 2,7- 
imidazo(U-a)pyridinyl, 3,4-imidazo(U-a)pyridinyl, 3,5-imMazo<l,2- 
a)pyridinyl, 3,6-imidazo(l,2-a)pyridinyl, 3,7-imidazo(U-a)pyridinyl, 2,4- 
indolyl, 2,5-indolyl, 2,6-indolyl, 2,7-indolyI, 3,4-indolyl, 3,5-indolyl! 3,6- 
indo!yl,3,7-indolyl, 1,4-isoindolyl, 1,5-isoindolyl, 1,6-isoindolyl, 2,4- 
isoindolyl, 2,5-isoindolyl, 2,6-isoindoIyl, 2,7-isoindolyl, U-isoindoIyl, 3,4- 
indazolyl, 3,5-indazolyl, 3,6-indazolyl, 3,7-indazolyl, 2,4-benzoxazolyl,2!5- 
benzoxazolyl, 2,6-benzoxazolyl, 2,7-benzoxazolyl, 3,4-benzisoxazolyl, 3 ,5- 
benzisoxazolyl, 3,6-benzisoxazolyl, 3,7-benzisoxazolyl, 1,4-naphthyl, 1,5- 
naphthyl, 1,6-naphthyJ, 1,7-naphthyl, 1,8-naphthyl, 2,4-naphthyl, 2,5- 
naphthyl, 2,6-napbthyI, 2,7-naphthyl, 2,8-naphthyl, 2,4-quinolinyl, 2,5- 
quinolinyl, 2,6-quinolinyl, 2,7-quinolinyl, 2,8-quinoIinyl, 3.4-quinoIinyl, 3,5- 
quinolinyl, 3,6-quinoIinyl, 3,7-quinolinyl, 3,8-quinolinyl. 4,5-quinoIinyl, 4,6- 
quinolinyl, 4,7-quinolinyl, 4,8-quinolinyl, 1,4-isoquinolinyl, 1,5- 
isoquinolinyl, 1,6-isoquinolinyI, 1,7-isoquinolinyl, 1,8-isoquinolinyl, 3,4- 
isoquinolinyl, 3,5-isoquinolinyl, 3,6-isoquinoUnyl, 3,7-isoquinolinyl, 3,8- 
isoquinolinyl, 4,5-isoquinolinyl, 4,6-isoquinolinyl, 4,7-isoquinolinyl, 4,8- 
isoquinolinyl, 3,4-cinnolinyl, 3>cinnolinyl, 3,6-cinnolinyl, 3,7-cinnolinyl, 
3,8-cinnolinyl, 4,5-cinnolinyl, 4,6-cinnolinyl, 4,7-cinnolinyl. and 4,8- 
cinnolinyl, and each carbon and hyrido containing nitrogen member of the ring 
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of die and of the ring of the W^, other than the points of attachment of 
and W 6 , is optionally substituted with one or more of the group consisting of 
R 9 , R^, R 1 \ and R 12 , with the provisos that is bonded to lowest 
number substituent position of each W 5 , Q b is bonded to highest number 
5 substituent position of eaehW ,and(CH(R )) r is bonded to F\ 

2. The compound as recited in Claim 1 having the Formula: 

?0 




o 

or a phannaeeutically acceptable salt thereof, wherein; 
10 B is the Formula; 

,34 




^32 ^33 34 ^35 s ^36 . , 

R , K , R . R , and R am independently selected from the 

group consisting of hydrido, acetamido, haloacetamido, amidino, guanidino, 
atkylenedioxy, haloalkylthio. alkanoyloxy, alkoxy, hydroxy, amino, 
15 alkoxyamino, haloalkanoyl. nitro, lower alkylamino, alkyltluo, aryl, aralkyl, 
cycloalkyl, cycJoalkylaJKyl. heteroary), heterocyciyl, alkylsulfonamido, 
amidosulfonyl, monoalkyl amidosulfonyU dialkyl amidosulfonyl. alkyl. 
alkenyl, halo, baloalkyl, haloalkenyl, haloalkoxy, hydroxyalkyl, alkylamino, 

carboalkoxy, carboxy, carboxamido, cyano, and Q b ; 
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B is optionally selected from the group consisting of hydrido, 
trialkylsilyl; C2-C8 alkyl, C3-C8 alkylenyl, C3-C8 alkenyl, 0-C8 alkynyl, 
and C2-C8 haloalkyl, wherein each member of group B is optionally 
substituted at any carbon up to and including 6 atoms from the point of 
5 attachment of B to A with one or more of the group consisting of R 32 , R 33 , 
R ,R ,andR ; 

B is selected from the group consisting of C3-C12 cycjoalkyl and C4- 
heterocyclyl, wherein each ring carbon may be optionally substituted with R 33 , 
a ring carbon other than the ring carbon at the point of attachment of B to A 
10 may be optionally substituted with oxo provided that no more than one ring 
carbon is substituted by oxo at the same time, ring carbons and nitrogens 
adjacent to the carbon at the point of attachment may be optionally substituted 
9 13 

withR orR , a ring carbon or nitrogen adjacent to the R 9 position and two 

atoms from the point of attachment may be substituted with R 10 , a ring carbon 

13 

15 or nitrogen adjacent to the R position and two atoms from the point of 
attachment may be substituted with R 12 a ring carbon three atoms from the 
point of attachment and adjacent to the R 10 position may be substituted with 

R , a ring carbon three atoms from the point of attachment and adjacent to 

12 33 
the R position may be substituted with R , and a ring carbon four atoms 

20 from the point of attachment and adjacent to the R 1 1 and R 33 positions may be 
34 

substituted with R ; 

R , R , R , R 2 and R 13 are independently selected from the 
group consisting of hydrido, acetamido, haloacetamido, alkoxyamino, 
alkanoyl, haloalkanoyl, amidino, guanidino, alkylenedioxy, haloalkylthio, 
25 alkoxy, hydroxy, amino, lower alkylamino, alkylthio, alkylsulfinyl, 

alkylsulfamido, alkylsulfonyl, amidosulfonyl, monoalkyl amidosulfonyl, 
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dialkyl amidosulfonyl, alkyl, balo, haloalkyl, haloalkoxy, hydroxyalkyl 
aminoalkyl, carboalkoxy, carboxy, carboxyalkyl, carboxamido, and cyano; 
R.R . R , R , and R are optionally selected from the group 

consisting of beteroaryl and heterocyclyl with the proviso that R 9 , R 10 , R 1 1 
12 13 

5 R , and R are substitutents for other than B; 



10 



A is selected from the group consisting of single covalent bond and 
15 7 

(CH(R )) pa -(W ) n wherein rr is an integer selected from 0 through 1 , pa is 

an integer selected from 0 through 3, and W ? is selected from the group 

consisting of O, S, C(0), (R ? )NC(0), (R 7 )NC(S), and N(R 7 ); 
7. 

R is selected from the group consisting of hydrido, hydroxy and alkyl; 
15. 

18 sdected from group consisting of hydrido, hydroxy, halo, 
alkyl, and haloalkyl; 

M is selected from the group consisting of N and R 1 -C; 

R 1 is selected from the group consisting of hydrido, alkyl, cyano 
15 halo, haloalkyl, haloalkoxy, amino, aminoalkyl, alkylamino, amidino 
hydroxy, hydroxyamino, alkoxy, hydroxyalkyl, alkoxyamino, thiol, and 
alkylthio; 

R 2 is2°-Q; 

Z° is selected from the group consisting of covalent single bond and 
41 42 

20 (CR R ) q wherein q is an integer selected from 1 through 2, (CH(R 41 )V 
fi 42 ^ 
(CH(R )} P wherein g and p are integers independently selected from 0 

through 3 and W° is selected from the group consisting of 0. S, and N(R 41 ), 
and (CHCR 41 )),^^ 42 )),, wherein e and h are integers independently 
selected from 0 through 1 and W 22 is selected from the group consisting of 
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41 42 

CR =CR .U-cyclopropyl,l,2-cycIobutyl,U- C ycIohexyI,13- 
cyclohexyl, 1,2-cycl pentyl, 13-cyclopentyl, 23-morpholinyI, 2 4- 
morpbohnyl, 2,6-morpholinyl, 3,4-morpholinyl, 3,5-morpholinyl U- 
piperaziny,, 1,3-piperazinyl, 23-piperazinyl, 2,6-piperaziny., 1,2-piperidinyl, 
5 13- P , P endmyl, 23-piperidinyl, 2.4-pi P eridinyl. 2,6-piperidinyl. 3,4- 
pipendinyl, U-pym>lidinyl, 13-pyrrolidinyl, 23- P yrrolidi„yl, 2,4- 
pyirolidinyl, 2,5-pyrroIidinyl, 3.4-pyrrolidinyl, 23-tetrahydrofurany> 2 4- 

proviso that Z° is directly bonded to the pyrazinone ring; 
10 ,j41 42 

R andR are independently selected from the group consisting of 
hydrido, hydroxy, and amino; 

^ Q is selected from the group consisting of hydrido, with the proviso 
thatZ is other than a covalent single bond, aryl, and heteroaryl, whereina 
carbon adjacent to the carbon at the point of attachment is optionally substituted 
15 byR ^eomercarbonadjacenttomecarbonatmepointofatuchmentis 

optional* substituted by R B , a carbon adjacent to R 9 and two atoms from the 
carbon at the point of attachment is optionally substituted by R 10 , a carbon 
adjacent to R 13 and two atoms from the carbon at the point of attachment is 
optionally substituted by R 12 and My carbon adjacent to both ^0^ R i 2 fa 
2 0 optionally substituted byR**; 

K is CHR 43 wherein R 4 * is selected from the group consisting of 
hydrido hydroxyalkyl, alkyl, alkoxyalkyl, alkylthioalkyl, and haloalkyl; 

E° is selected from the group consisting of a covalent single bond, 
C(0)N(H), (H)NC(O), (R 7 )NS(0) 2 , and S(0) 2 N(R 7 ); 
25 Y° is formula (IV): 
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wherein D 5 , D 6 , J 5 , and J 6 are independently selected from the group 
consisting of C, N, O, S and a covalent bond with the provisos that no more 
than one can be a covalent bond, Y? is C, no more than one of D 5 , D 6 , J 5 , 
5 and J 6 can be O, no more than one of D 5 , D 6 , J 5 , and J 6 can be S , one of D 5 , 
D , J 5 , and J 6 must be a covalent bond when two of D 5 , D 6 , J 5 , and J 6 are O 
and S, and no more than four of D 5 , D 6 , J 5 , and J 6 can be N, with the 
provisos that R 16 , R 1? , R 18 , and R 19 are each independently selected to 
maintain the tetravalent nature of carbon, trivalent nature of nitrogen, the 
1 0 divalent nature of sulfur, and the divalent nature of oxygen; 

p 16 d 17 d 18 W 

,K ' R • andR ^ independently selected from the group 

consisting of hydrido, amidino. guanidino, carboxy, haloalkylthio, alkoxy, 
hydroxy, amino, alkoxyamino, lower alkylamino, alkylthio, alkylsulfinyl, 
alkylsulfonyl, alkanoyl, haioalkanoyl, alkyl, halo, haloalkyl, haloalkoxy, 
15 hydroxyalkyl, aminoalkyl, and cyano; 

R andR are optionally Q b with the proviso that no more than one 
of R 16 and R 19 is Q b at the same time and that Q b is Q be ; 

Q b is selected from the group consisting of NR^R 21 , Q 1 * whe rein Q 1 * is 
hydrido, N(R 26 )C(NR 25 )N(R 23 )(R 24 ) , ^ QNR^NR^R 24 , with the 
20 provisos that no more than one of R 20 and R 21 is hydroxy, amino, alkylamino, or 
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dialkylamino at the same time and that no more than one of R 23 and R 24 is 

hydroxy, amino, alkylamino, or dialkylamino at the same time- 
R 20 21 23 24 .25 J „26 . 

R » K « K ' K -andR are independently selected from the 

group consisting of hydrido, alkyl, hydroxy, amino, alkylamino and dialkylamino; 
5 Q is selected from the group consisting of a single covalent bond, 

37 38 

(CR R ) b wherein bis an integer selected from 1 through 4, and 

(CHCR^p-W^CHCR 15 )^ wherein c and d are integers independently 

selected from 1 through 3 and W 1 is selected from the group consisting of 

C(0)N(R 14 ), (R I4 )NC(0), S(O), S(0) 2 , S(0) 2 N(R 14 ), N(R ,4 )S(0) 2 , and 

10 N(R ), with the provisos that R is selected from other than halo when 

directly bonded to N and that (CR 3? R 38 ) b , and (CH(R 14 )) C are bonded to E°; 
14. 

,s selected from group consisting of hydrido, halo, alkyl, and 

haloalkyl; 

„37 38 

mdR are independently selected from the group consisting of 

15 hydrido, alkyl, and haloalkyl; 
38 

R is optionally selected from the group consisting of aroyl and 
heteroaroyl; 

Y° is optionally qV* wherein Q 85 is (CHCR^-W^CHfR 15 )),,, 
wherein e and h are integers independently selected from 1 through 2 and W 2 
20 isCR =CH with the proviso that (CH(R 14 )) e is bonded to E° 

3. The compound as recited in Claim 2 or a pharmaceutically acceptable salt 
thereof, wherein; 

B is selected from the group consisting of hydrido, trialkylsilyl C2-C8 
25 alkyl, C3-C8 alkylenyl, C3-C8 alkenyl, C3-C8 alkynyl, and C2-C8 haloalkyl, 
wherein each member of group B is optionally substituted at any carbon up to 
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and incl uding 6 atoms from the point of attachment of B to A with one or more 
of the group consisting of R 32 , R 33 , R 34 , r 35 , ^ R 3<\ 

R 32 R 33 R 34 35 36 . 

,k ,k ,R ,andR are independently selected from the 

group consisting of hydrido, acetamido, haloacetamido, amidino, guanidino 
5 alkoxy, hydroxy, amino, alkoxyamino, lower alkylamino, alkylthio 

amidosulfonyl, monoalkyl amidosulfonyl, dialkyl amidosulfonyl, aikyl halo 
haloalkyl. haloalkoxy, hydroxyalkyl, carboalkoxy, carboxy, carboxamido 



cyano, and Q b ; 



.7 



15 



A is (CH(R )) pa -W wherein pa is an integer selected from 1 through 

10 3 and W 7 is selected from the group consisting of O, S, and N(R 7 ) wherein 
7. 

1S selected from the group consisting of hydrido and alkyl; 

18 selected from S rou P consisting of hydrido, hydroxy, halo, 
alkyl, and haloalkyl with the proviso that R 15 is other than hydroxy and halo 
when R 15 is on the carbon bonded directly to W ? ; 

M is selected from the group consisting of N and R^Q 

R 1 is selected from the group consisting of hydrido, alkyl, cyano 
halo, haloalkyl, haloalkoxy, amino, aminoalkyl, alkylamino, amidino 
hydroxy, hydroxyamino, alkoxy, hydroxyalkyl, alkoxyamino, thiol, and 
alkylthio; 

20 R 2 isZ°-Q; 

Z° is selected from the group consisting of covalent single bond and 
41 42 

(CR R ) q wherein q is an integer selected from 1 through 2; 
D 41 42 

mdR ^independently selected from the group consisting of 
hydrido, hydroxy, and amino; 

Q is selected from the group consisting of aryl and heteroaryl, wherein 
a carbon adjacent to the carbon at the point of attachment is optionally 



25 
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9 

substituted by R , the other carbon adjacent to the carbon at the point of 
attachment is optionally substituted by R 13 , a carbon adjacent to R 9 and two 
atoms from the carbon at the point of attachment is optionally substituted by 
R , a carbon adjacent to R 13 and two atoms from the carbon at the point of 
5 attachment is optionally substituted by R 12 , and any carbon adjacent to both 
K and R is optionally substituted by R ; 

R , R , R , R , and R 13 are independently selected from the 
group consisting of hydrido, acetamido, haloacetamido, alkoxyamino, 
alkanoyl, haloalkanoyl, amidino, guanidino, alkylenedioxy, haloalkylthio, 
1 0 alkoxy, hydroxy, amino, lower alkylamino, alkylthio, alkylsulfmyl, 

alkylsulfamido, alkylsulfonyl, amidosulfonyl, monoalkyl amidosulfonyl, 
dialkyl amidosulfonyl, alkyl, halo, haloalkyl, haloalkoxy, hydroxyalkyl, 
aminoalkyl, carboalkoxy, carboxy, carboxyalkyl, carboxamido, and cyaiio; 
K is CHR wherein R 4 * is selected from the group consisting of 
15 hydrido, hydroxyalkyl, alkyl, alkoxyalkyl, alkylthioalkyl, and haloalkyl; 

E° is selected from the group consisting of a covalent single bond, 
C(0)N(H), (H)NC(O), (R ? )NS(0)2, and S(0) 2 N(R 7 ); 
Y° is formula (IV): 




5 6 5°' <IV> 
20 wherein D , D , J , and J 6 are independently selected from the group 

consisting of C, N, O, S and a covalent bond with the provisos that no more 
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than one is a covalent bond, K 2 is C, no more than one of D 5 , D 6 , J 5 , and J 6 
is O, no more than one of D 5 , D 6 , J 5 , and J 6 is S, one of D 5 , D 6 , J 5 , and J 6 
must be a covalent bond when two of D 5 , D 6 , J 5 , and J 6 are O and S. and no 
more than four of D 5 , D 6 , J 5 , and J 6 are N; 

5 p 16 d 17 d 18 Jn 19 

' K ,K » andR are independently selected from the group 

consisting of hydrido, amidino, guamdino, carboxy, haloalkylthio, alkoxy, 
hydroxy, amino, alkoxyamino, lower alkylamino, alkylthio, alkylsulfmyl, 
alkylsulfonyl, alkanoyl, haloalkanoyl, alkyl, halo, haloalkyl, haloalkoxy, ' 
hydroxyalkyl, alkylamino, and cyano; 

10 R and R 19 are optionally Q b with the proviso that no more than one 

of R 16 and R 19 is Q b at the same time and that Q b is Q be ; 

Q b is selected from the group consisting of NR 20 R 21 , Q be wherein Q U is 
hydrido, NCR^QNR^NCR^XR 24 ), and WWV 4 , with the 
provisos that no more than one of R 20 and R ?1 is hydroxy, amino, alkylamino, or 
15 dialkylamino at the same time and that no more than one of R 23 and R 24 is 
hydroxy, amino, alkylamino, or dialkylamino at the same time 

R 20 R 21 R 23 R 24 d 25 JD 26 

,k ,k ,k ,andR are independently selected from the 

group consisting of hydrido, alkyl, hydroxy, amino, alkylamino and dialkylamino; 
Q S is selected from the group consisting of a single covalent bond, 
20 (CR R )b wherein bis an integer selected from 1 through 3, and 

(CHCR^-W^OKR 15 )),! wherein c and d are integers independently 
selected from 1 through 2 and W 1 is selected from the group consisting of 
C(0)N(R 14 ), (R 1 4 )NC(0), S(O), S(0) 2 , S(0) 2 N(R 14 ), N(R 14 )S(0>2, and 
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14 14 
N(R ), with the provisos that R is selected from other than halo when 

directly bonded to N and that <CR 3? R 38 ) b , and (CH(R l \ are bonded to E°; 
_ 14 . 

15 56,6016(1 from *e group consisting of hydrido, halo, alkyl, and 

haloalkyl; 
e D 37 38 

K and R are independently selected from the group consisting of 
hydrido. alkyl. and haloalkyl; 
38 

R is optionally selected from the group consisting of aroyl and 
heteioaroyl; 

Y° is optionally CjV* wherein Q 85 is (CH(R M )) e -W 2 -(CH(R I5 )) h , 
10 wherein e and h are integers independently selected from 1 through 2 and W 2 
is CR =CH with the proviso that (CH(R 14 )) e is bonded to E°. 

4. The compound as recited in Claim 3 having the Foimula: 

,2 




O 



15 ora pharmaceutically acceptable salt thereof, wherein; 

B is selected from the group consisting of hydrido, trialkylsilyl C2-C4 
alkyl, C3-C5 alkylenyl, C3-C4 alkenyl, C3-C4 alkynyl, and C2-C4 haloalkyl 
wherein each member of group B is optionally substituted at any caroon up to ' 
and including 3 atoms from the point of attachment of B to A with one or more 

20 of the group consisting of R 32 , R 33 , an d r 34 . 

p 32 33 34 

K ' 3,1(1 R ^independently selected from the group 

consisting of hydrido, acetamido, haloacetamido, amidino, guanidino alkoxy 
hydroxy, amino, alkoxyamino, lower alkylamino, alkylthio, amidosulfonyl, ' 
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monoalkyl amidosulfonyl, dialkyl atnidosulfonyl, alkyl, halo, haloalkyl 
haloalkoxy, hydroxyalkyl, carboalkoxy, carboxy, carboxamido. and cyano- 
15 7 ' 

A is (CH(R Wpa-NCR ) wherein pa is an integer selected from 1 

through 2 and R 7 is selected from the group consisting of hydrido and alkyl; 

5 I? 15 - 

lS Xlected frora the 2 rou P consisting of hydrido, halo, alkyl, and 

haloalkyl; 

M is selected from the group consisting of N and r'-C; 

R 1 is selected from the group consisting of hydrido, hydroxy, 
hydroxyamino, amidino, amino, cyano, hydroxyalkyl, alkoxy, alkyl 
10 alkylamino, aminoalkyl, alkylthio, alkoxyamino, haloalkyl, haloalkoxy, and 
halo; 

R 2 isZ°-Q; 

Z° is selected from the group consisting of covalent single bond and 

CH 2 ; 

15 Q is selected from the group consisting of aryl and heteroaryl, wherein 

a carbon adjacent to the carbon at the point of attachment is optionally 
substituted by R 9 , the other carbon adjacent to the carbon at the point of 
attachment is optionally substituted by R 13 a carbon adjacent to R 9 and two 
atoms from the carbon at the point of attachment is optionally substituted by 
20 R , a carbon adjacent to R 13 and two atoms from the carbon at the point of 

attachment is optionally substituted by R 12 , and any carbon adjacent to both 
_ 10 12 n 
K andR is optionally substituted by R ; 

' and R a" 5 independently selected from the group 
consisting of hydrido, hydroxy, amino, amidino, guanidino lower 
25 alkylamino, alkylthio, alkylsulfonamido, alkylsulfinyl, alkylsulfonyl 
amidosulfonyl, monoalkyl amidosulfonyl, alkyl, alkoxy, halo, haloalkyl 
haloalkoxy, hydroxyalkyl, carboxy, carboxamido, and cyano; 
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and R are independently selected from the group consisting of 
hydrido, acetamido, haloacetamido, amidino, guanidino, alkyl, alkoxy, 
hydroxy, amino, alkoxyamino, lower aJkylamino, alkyJsulfonamido, 
amidosulfonyl, monoalkyl amidosulfonyl, dialkyl amidosulfonyl, 
5 hydroxyalkyl, aminoalkyl, carboalkoxy, carboxy, carboxyalkyl, 
amidocarbonyl, halo, haloalkyl, and cyano; 
Y° is formula (IV): 




wherein D 5 , D 6 , J 5 , and J 6 are independently selected from the group 
10 consisting of C, N, O, S and a covalent bond with the provisos that no more 
than one is a covalent bond, K is C, no more than one of D 5 , D 6 , J 5 , and J 6 
is O, no more than one of D 5 , D 6 , J 5 , and J 6 is S, one of D 5 , D 6 , J 5 , and J 6 
must be a covalent bond when two of D 5 , D 6 , J 5 , and J 6 are O and S, and no 
more than four of D 5 , D 6 , J 5 , and J 6 are N; 

15 R 16 p 17 d 18 

' K • K . and R are independently selected from the group 

consisting of hydrido, amidino, guanidino, carboxy, haloalkylthio, alkoxy, 
hydroxy, amino. lower alkylamino, alkylthio, alkylsulfinyl, alkylsulfonyl, 
alkanoyl, haloalkanoyl, alkyl, halo, haloalkyl, haloalkoxy, hydroxyalkyl, 
aminoalkyl, and cyano; 

20 R 16 and R 19 are optionally Q b with the proviso that no more than one 

of R 16 and R 19 is Q b at the same time and that Q b is Q be ; 
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Q b is selected from the group consisting of NR 20 R 21 , Q 1 * wherein 
is hydrido, CCNR^NRV 4 , and NfR^QNR^NCR^XR 24 ), with 
the provisos that no more than one of R 20 and R 21 is hydroxy at the same time 
and that no more than one of R 23 and R 24 is hydroxy at the same time; 

5 R 20 R 21 p 23 o 24 o 25 Jn 26 

,k ,k ,K ,andR are independently selected from the 

group consisting of hydrido, alkyl, and hydroxy; 

Q is selected from the group consisting of a single covalent bond, 
CH 2 , and CH 2 CH 2 . 

10 5. The compound as recited in Claim 4 having the Formula or a 
pharmaceutically acceptable salt thereof, wherein; 

B is selected from the group consisting of ethyl, 2-propenyl, 2- 
propynyl, propyl, isopropyl, trimethylene, tetramethylene, butyl, 2-butenyl 3- 
butenyl, 2-butynyl, sec-butyl, iw-butyl, isobutyl, 2-methylpropenyl 2 2 2- 
15 trifluoroethyl, 333-trifluoropropyl, a„d 2,2-difluoropropyl, wherein each 
member of group B is optionally substituted at any carbon up to and including 
3 atoms from the point of attachment of B to A with one or more of the group 
consisting of R 32 , R 33 , and R 34 ; 

32 33 34 
R ,R ,andR are independendy selected from the group 

20 consisting of hydrido, amidino, guanidino, carboxy, methoxy, ethoxy, 
isopropoxy, propoxy, hydroxy, amino, methoxyamino, ethoxyamino,' 
acetamido, trifluoroacetamido, N-methylamino, dimethylamino, N-ethylamino 
metbyttUo, edqrltliio. iaoprapyltfaio. irinKranetfayl. pamrflnoroeUiyl 2A2- ' 
trifluoroethyl, trifluoromethoxy, 1,1,2,2-tetrafluoroethoxy, fluoro, chl'oro 

25 bromo, amidosulfonyl, N-methylamidosulfonyl, N,N-dimethylamidosulfonyl 
hydroxymethyl, 1 -hydroxy ethyl, 2-hydroxyethyl, 2,2,2-trifluoro-l- 
hydroxyethyl, methoxycarbonyl, ethoxycarbonyl, amidocarbonyl, N- 
methylamidocarbonyl, N.N-dimethylamidocarbonyl, and cyano; ' 
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A is selected from the group consisting of single covalent bond, NH, 
and N(CH 3 ); 

M is selected from the group consisting of N and r'-C; 

R 1 is selected from the group consisting of hydrido, hydroxy, amino, 
5 amidino, hydroxyamino, aminomethyl, 1-aminoethyl, methylamino, 

dimethylamino, cyano, methyl, ethyl, trifluoromethyl, pentafluoroeihyl, 2,2,2- 
trifluoroethyl, methoxy, hydroxymethyl, 1-hydroxyethyl, 2-hydroxyethyl, 
methoxyamino, methylthio, ethylthio, trifluoromethoxy, 1 ,1 ,2,2- 
tetrafluoroethoxy, fluoro, chloro, and bromo; 

10 R 2 isZ°-Q; 

Z° is selected from the group consisting of a covalent single bond and 

CH 2 ; 

Q is selected from the group consisting of phenyl, 2-thienyl, 3-thienyl, 

2- furyl, 3-furyl, 2-pyrrolyl, 3-pyrrolyl, 2-imidazolyl, 4-imidazolyl, 3- 

15 pyrazolyl, 4-pyrazolyl, 2-tbiazolyl, 3-isoxazolyl, 5-isoxazoIyl, 2-pyridyl, 3- 
pyridyl, 4-pyridyl, 2-pyrazinyl, 2-pyrimidinyl, 4-pyrimidinyl, 5-pyrimidinyl, 

3- pyridazinyl, 4-pyridazinyl, and U,5-triazin-2-yl, wherein a carbon adjacent 
to the carbon at the point of attachment is optionally substituted by R 9 , the 
other carbon adjacent to the carbon at the point of attachment is optionally 

20 substituted by R 13 , a carbon adjacent to R 9 and two atoms from the carbon at 
the point of attachment is optionally substituted by R 10 , a carbon adjacent to 

and two atoms from tne carbon at the point of attachment is optionally 
substituted by R 12 , and any carbon adjacent to both R 10 and R 12 is optionally 



substituted by R 11 ; 



25 



D 9 11 13 

' ' Md R 3,6 independently selected from the group consisting 

of hydrido, amidino, guanidino, carboxy, methyl, ethyl, propyl, isopropyl, 
methoxy, ethoxy, isopropoxy, propoxy, hydroxy, amino, N-methylamino, 
NJM-dimethylamino, N-ethylamino, methylthio, ethylthio, isopropylthio, 
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trifluor methyl, pentafluoroethyl, 2,2,2-trifluoroethyl, 2,2333- 
pentafluoropropyl, trifluoromethoxy, 1,1,2,2-tetrafluoroethoxy, fluoro, 
chloro, bromo, methanesulfonamido, araidosulfonyl, N-methylamidosulfonyl, 
N,N-dimethylamidosulfonyl,hydroxymethyl, 1 -hydroxy ethyl, 2- 
5 hydroxyethyl, 2,2,2-trifluoro-l-hydroxyethyl, amidocarbonyl, N- 
methylamidocarbonyl, N.N-dimethylamidocarbonyl. and cyano- 
t> 10 Jf >12 

R andR are independently selected from the group consisting of 
hydrido, amidino, guanidino, carboxy, carboxymethyl, methyl, ethyl, propyl, 
isopropyl, methoxy, ethoxy, isopropoxy, propoxy, hydroxy, amino, 

10 methoxyamino, ethoxyamino, acetamido, trinuoroacetamido, aminomethyl, 1- 
aminoethyl, 2-aminoethyl, N-methylamino, dimethylamino, N-ethylamino, 
methanesulfonamido, amidosulfonyl, N-methylamidosulfonyl, N,N- 
dimethylamidosulfonyl, hydroxymethyl, 1 -hydroxyethyl, 2-hydroxyethyl, 
2,22-trifluoro-l-hydroxyethyl, methoxycarbonyl, ethoxycarbonyl, 

15 amidocarbonyl, N-methylamidocarbonyl, N,N-dimethylamidocarbonyl, 
fluoro, chloro, bromo, and cyano; 

Y° is selected from the group consisting of: 

1- QW-2-R 16 -3-R 17 -5-R 18 -6-R 19 benzene, 

2- Q b -5<! S -6-R 17 -4-R 18 -2-R 19 pyridine, 

20 3-QV Q S -2-R 16 -SR 18 -4-R 19 P y ri dine, 2^' ^pyrazine, 

3- Q b -6-Q S -2-R 18 -5-R 18 -4-R 19 pyrida2ine, 

2-QW^R I VR 18 pyrin^dine,SQW-3-R 1 VR 19 p yri midine, 
S-QW^R'^R^thiophene^-Q^^-R^^R'^ophene, 
S-QW-J-R 16 -^ 19 ^, 2-Q b -5-Q S -3-R 16 -4-R 17 furan, 
25 3-Q W-4-R 16 -2-R 19 py,Tole, 2-Q b S-Q W 6 -4-R 17 pyrrole, 
4^ b -2-Q^5-R 19 iimdazole,2-Q b -^ S -5-R 17 imidazole, 
3-Q b -5-Q S -4-R 16 isoxazole, 5-Q b 3-Q S ^-R 16 isoxazole, 



198 



.1 0 ID^»+N|..7 . Q4Q3 O E! 

WO 00/69832 PCT/DSOO/09806 

2-Q b -S-Q S ^R 16 pyra2ole, 4-Q b -2-Q S -5-R 19 thiazole, and 

2-Q b -5-Q S u|-R 17 t hia2olc; 

R 16 17 18 19 

' K ' K • and R ^ independently selected from the group 

consisting of hydride, methyl, ethyl, isopropyl, propyl, carboxy, amidino. 
5 guanidino, methoxy, ethoxy, isopropoxy, propoxy, hydroxy, amino, 

ammomethyl, 1-aminoethyl, 2-aminoethyl, N-methylamino, dimethylamino 
N-ethylamino, methylthio, ethylthio, isopropylthio, trifluoromethylthio, 
methylsulfinyl, ethylsulfinyl, methylsulfonyl, ethylsulfonyl, trifluoromethyl 
pentafluoroethyl, 2,2,2-trifluoroethyI, 2,2333-pentafluoropropyl, 
10 trifluoromethoxy, 1,1,2,2-tetrafluoroethoxy, fluoro, chloro, bromo', 
amidosulfonyl, N-methylamidosuIfonyl, N,N-dimethylamidosulfonyl, 
hydroxymethyl, 1-hydroxyethyl, 2-hydroxyethyl, 2,2,2-trifluoro-l- 
hydroxyethyl, and cyano; 

R 16 and R 19 are optionally Q b with the proviso that no more than one 
15 of R 16 and R 19 is Q b at the same time and that Q b is Q 1 *; 

Q b is selected from the group consisting of NR 2 °R 2 \ Q be wherein 
Q bC is hydrido, QNR^NR^R 24 , and NCR^QNR^R^KR 24 ), with 
the provisos that no more than one of R 20 , R 21 , R 23 , and r 24 ^ ^ 
hydroxy, when any two of the group consisting of R 20 , R 21 , R 23 , ^jr 24 

2 0 are bonded to the same atom and that said Q b group is bonded directly to a 
carbon atom; 

R 20 21 23 24 25 26 

' ,R ' R « R « andR a« independently selected from the 
group consisting of hydrido, methyl, ethyl, propyl, butyl, isopropyl, and hydroxy; 
Q is selected from the group consisting of a single covalent bond, 
25 CH 2 , and CH 2 CH 2 . 
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6. The compound as recited in Claim 4 having the Foimula: 

,2 




o 



or a pharmaceutically acceptable salt thereof, wherein; 

A is selected from the group consisting of CH 2 N(CH 3 ), 
5 CH 2 N(CH 2 CH 3 ), CH 2 CH 2 N(CH 3 ), and CH 2 CH 2 N(CH 2 CH 3 ); 
M is selected from the group consisting of N and r'-C; 

R 1 is selected from the group consisting of hydrido, hydroxy, amino, 
amidino, hydroxyamino, aminomethyl, 1-aminoethyl, methylamino, 
dimethylamino, cyano, methyl, ethyl, trifluoromethyl, pentafluoroethyl, 2,2,2- 
1 0 trifluoroethyl, methoxy, hydroxymethyl, 1-hydroxyethyl, 2-hydroxyethyl, 
methoxyamino, methylthio, ethylthio, trifluoromethoxy, 1 ,1 ,2,2- 
tetrafluoroethoxy, fluoro, chloro, and bromo; 

R 2 isZ°-Q; 

Z° is selected from the group consisting of covalent single bond and 

15 CH 2 ; 

Q is selected from the group consisting of phenyl, 2-thienyl, 3-thienyl, 
2-furyl, 3-furyl, 2-pyrrolyI, 3-pyrrolyl, 2-imidazolyl, 4-imidazolyl, 3- 
pyrazolyl, 4-pyrazolyl, 2-thiazolyl, 3-isoxazoIyl, 5-isoxazolyl, 2-pyridyl, 3- 
pyridyl, 4-pyridyI, 2-pyrazinyl, 2-pyrimidinyl, 4-pyrimidinyl, 5-pyrimidinyI 
20 3-pyridazinyl, 4-pyridazinyl, and U^-triazin-2-yl, wherein a carbon adjacent 
to the carbon at the point of attachment is optionally substituted by R 9 , the 
other carbon adjacent to the carbon at the point of attachment is optionally 
substituted by R 13 , a carbon adjacent to R 9 and two atoms from the carbon at 
the point of attachment is optionally substituted by R 10 , a carbon adjacent to 
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R and two atoms from the carbon at the point of attachment is optionally 
substituted by R , and any carbon adjacent to both R 10 and R 12 is optionally 

substituted by R 11 ; 

9 11 13 

R ,R ,andR are independently selected from the group consisting 
5 of hydrido, amidino, guanidino, carboxy, methyl, ethyl, propyl, isopropyl, 
methoxy, ethoxy, isopropoxy, propoxy, hydroxy, amino, N-methylamino, 
NJM-dimethylamino, N-ethylamino, methylthio, ethylthio, isopropylthio, 
trifluoromethyl, pentafluoroethyl, 2,2,2-trifluoroethyl, 2,2,333- 
pentafluoropropyl, trifluoromethoxy, 1,1,2,2-tetrafluoroethoxy, fluoro, 
1 0 chloro, bromo, methanesulfonamido, amidosulfonyl, N-methylamidosulfonyl, 
NJM-dimethylamidosulfonyl, hydroxymethyl, 1-hydroxyethyl, 2- 
hydroxyethyl, 2,2,2-trifluoro-l-hydroxyethyl, amidocarbonyl, N- 
methylamidocarbonyl, N,N-dimethylamidocarbonyl, and cyano; 
_10 12 

K and R are independently selected from the group consisting of 
15 hydrido, amidino, guanidino, carboxy, carboxy methyl, methyl, ethyl, propyl, 
isopropyl, methoxy, ethoxy, isopropoxy, propoxy, hydroxy, amino, 
methoxyamino, ethoxyamino, acetamido, trifluoroacetamido, aminomethyl, 1- 
aminoethyl, 2-aminoethyl, N-methylamino, dimethylamino, N-ethylamino, 
methanesulfonamido, amidosulfonyl, N-methylamidosulfonyl, N.N- 
20 dimethylamidosulfonyl, hydroxymethyl, 1-hydroxyethyl, 2-hydroxyethyl, 
2,2,2-trifluoro- 1-hydroxyethyl, methoxycarbonyl, ethoxycarbonyl, 
amidocarbonyl, N-methylamidocarbonyl, N,N-dimethylamidocarbonyl, 
fluoro, chloro, bromo, and cyano; 

Y° is selected from the group consisting of: 
25 l-QW^-R 16 ^ 17 -^ 18 ^ 1 ^^ 

2- QW^VR 18 -2-R 19 pyridine, 

3- QW-2-R ,6 -SR 18 ^R ,9 p^dine,2-QV Q S -3-R 16 -6-R 18 pyrazine, 
3-Q b ^Q S -2-R 18 -5-R 18 -4-R 19 pyrida2ine, 
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2- QW-6-R 1 UR 1 ^ yrin udine^ Q W-3-R 16 -6-R 19 p yrimidine , 

3- QW^R 16 -2-R 19 thiophene,2-Q b -5-Q S -3-R 1 VR 17 thiophe„e, 
3-Q b -5-Q S ^R 16 -2-R 19 f uran ,2-Q b 5-Q S -3-R 16 ^R 17 furan , 

3^ S 4-R 1 VR , U,2^3.RVVole, 
5 4-Q b -2-Q S -5-R 19 imidazole, 2-Q V Q ^5-R 17 imioazole, 

3-Q b -SQUR 16 isoxa2ole,5-Q b -3-Q S -4-R ,6 is oxazole, 
2-Q b S-Q^R^pyrazole, 4^ b .2-Q S -5-R 19 thiazole, and 
2-Q b -5-Q%-R I7 thiazole; 

o 16 d 17 d 18 19 

,K ,R • andR are independently selected from the group 

10 consisting of hydride, methyl, ethyl, isopropyl, propyl, amidino, guanidino 
methoxy, ethoxy, isopropoxy, propoxy, hydroxy, amino, aminomethyl 1- 
aminoethyl, 2-aminoethyl, N-N-methylamino, dimethylamino, N-ethylamino, 
methylthio, ethylthio, isopropylthio, trifluoromethylthio, methylsulfinyl 
ethylsulfinyl, methylsulfonyl, ethylsulfonyl, trifluoromethyl, pentafluoroethyl 

15 2 ( 2,2-trifluoroethyl,2^333-pentafluoropropyl,trifluoromethoxy, 1,1,2,2- ' 
tetrafluoroethoxy, fluoro, chloro, bromo, amidosulfonyl, N- 

methylamidosulfonyl, NJ^-dimethylamidosulfonyl, hydroxymethyl 1- 
hydroxyethyl, 2-hydroxyethyl, 2,2,2-trifluoro-l-hydroxyethyI. and cyano; 
Q is selected from the group consisting of NR 20 ^ 21 , 
20 CCNrVr 24 , and nAArV), with the provisos 
thatnomorethanoneofR 20 ,R 2, )R 23 , andR 24 canbe hydroxy whfinany 
two ofthe group consisting of R 20 R 21 , R 23 , and R 24 are bonded to the 
same atom and that said Q b group is bonded directly to a carbon atom; 
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R 20 21 23 24 25 26 

' ' K • K > R . and R are independently selected from 

the group consisting of hydrido, methyl, ethyl, propyl, butyl, isopropyl, and 
hydroxy; 

Q S is selected from the group consisting of a single covalent bond, 
5 CH 2 , and CH 2 CH 2 . 

7. The compound as recited in Claim 6 or a pharmaceutical^ acceptable salt 
thereof, wherein; 

A is selected from the group consisting of CH 2 N(CH 3 ), 

10 CH 2 N(CH 2 CH 3 ), CH 2 CH 2 N(CH 3 ), and CH 2 CH 2 N(CH 2 CH 3 ); 

M is selected from the group consisting of N and R J -C; 

R 1 is selected from the group consisting of hydrido, hydroxy, amino, 
amidino, hydroxyamino, aminomethyl, methylaminp, cyano, methyl, 
trinuoromethyl, methoxy, hydroxymethyl, methoxyamino, methylthio, 
15 trifluoromethoxy, fluoro, and chloro; 

R 2 isZ°-Q; 

Z° is selected from the group consisting of covalent single bond and 

CH 2 ; 

Q is selected from the group consisting of 5-amino-3- 
20 amidocarbonylphenyl, 5-amino-2-fluorophenyl, 3-amino-5- 

hydroxymethylphenyl, 5-araino-3-methoxycarbonylphenyl, 3-amidinophenyl, 

3- amino-2-methylphenyl, 5-amino-2-methylthiophenyl, 3-aminophenyl, 
benzyl, 3-carboxyphenyl, 3-carboxy-5-hydroxyphenyl, 3-carboxy-5- 
aminophenyl, 3-chlorophenyl, 2-chlorophenyl, 3-cyanophenyl, 3- 

25 dimethylaminophenyl, 2-fluorophenyl, 3-fluorophenyl, 2-hydroxyphenyl, 3- 
hydroxyphenyl, 3-methanesulfonylaminophenyl, 2-methoxyphenyI, 3- 
methoxyphenyl, 3-methoxyaminophenyl, 3-methoxycarbonylphenyl, 2- 
methylaminophenyl, 3-methylaminophenyl, 2-methylphenyl, 3-methylphenyl, 

4- methylphenyl, phenyl, 3-trifluoroacetamidophenyl, 3-trifluoromethylphenyl, 
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2-trifluoromethylphenyl, 5-amino-2-thienyl. S-ainino-3-thienyl, 3-bromo-2- 
thienyl, 3-pyridyl, 4-pyridyl, 2-thienyl, and 3-thienyl; 
Y° is selected from the group consisting of: 

l-QV Q S -2-R 16 3-R 17 5-R 18 -6-R 19 benzene, 

5 2-QW^R 17 -4-R 18 2-R 19 pyridine. 

3-Q b -6.Q S -2-R I6 -SR 18 -4-R 19 pyri di n e, 

3-Q b -5-Q S ^R 16 -2-R 19 thiophene, and 2-Q b -5-Q S -3-R I6 -4-R 17 thiophene; 
16 19 

R and R are independently selected from the group consisting of 

hydrido, amidino, amino, aminomethyl, methoxy, methylamino, hydroxy, 
10 hydroxymethyl, fluoro, chloro, and cyano; 
D 16 19 b 

andR are optionally Q with the proviso that no more than one 

of R 16 and R 19 is Q b at the same time and that Q b is Q be ; 
u 17 18 

andR 3,6 independently selected from the group consisting of 



hydrido, fluoro, chloro; hydroxy, hydroxymethyl, amino, carboxy, and cyano; 

Q is selected from the group consisting of Q be wherein Q 1 * is hydrido 
andQNR^NR^R 24 ; 

p23 24 25 

' R ' andR are independently selected from the group consisting of 

hydrido and methyl; 
Q S is CH 2 . 
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8. A compound as recited in Claim 7 or a pharmaceutical^ acceptable salt 
thereof where said compound is selected from the group consisting of: 

S-IS-p-p-ammophenyn-e^hioro-N-r^irmnorrwmylphenylJmethylJ- 
25 ^fN^-mmemylhydrazmo]^xo-l(4H>pyriirudinyl]] a cetamide; 
2-[3-r2-C3-amkophenyl]^cWoro-5-[N^^ 
[[4-iirunoinethy^^ 
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2-[3-[2-[3-aminophenyl]-6-chloro-5-[N^-diethylhydrazino]-N-[r4- 
iminomethylphenyI]methyl]^oxo-l(4H>pyriinidinylJ]acetainide; 

2-[3-[2-[3-aminophenyl]-5-n^-<azetidin-l-yl)aniino]-6-chJoro-N-t[4- 
iminome%lphenyl]methyl]^x(vl(4H)-pyrimidinyl]Jacetamide; 
5 2 -f^[ 3 -[ 3 -anunophenylJ-N-[[4-iminomethylpheny]JraethylJ- 6-[N,N- 

dimethylhydrazinoJ-S-oxo-HSHVU^triazinylJJacetamide; 

2-[4-t3-[3-aminophenyl]-6-[N-ethyl-N-methy]hydrazinoJ-N-[[4- 
iminomethylpheny]]methyl>Soxo-l(5H)-l,2,4-tria2inylJ]acetamide; 
2-[4-[3-[3-aminophenyl]-6-[N^I-diethylhydra2ino]-N-[[4- 
10 imnomediylpheiiyl] m ethyl]-Soxo-l(5H)-l,2Atria2inyl]Jacetainide; 

2-[4-[3-[3-aminophenyIJ-6-[N-(azetidin-l-yl)aminoJ-N-[[4- 
iminomethylphenyJ]meUiylJ-5-oxo-l(5H)-l,2,4-triazinyl]]acetainide. 

9. The compound as recited in Claim 2 having the Formula: 



15 




or a pharmaceutical^ acceptable salt thereof, wherein; 
B is the Formula: 




group consisting of hydrido, acetamido, haloacetamido, amidino, guanidino, 
alkoxy, hydroxy, amino, alkoxyamino, lower alkylamino, alkylthio, 
amidosulfonyl, monoalkyl amidosulfonyl, dialkyl amidosulfonyl, alkyl, halo, 
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haloalkyl, haloalkoxy, hydroxyalkyl, carboalkoxy, carboxy, carboxamido, 
cyano, and Q b ; 

A is selected from the group consisting of single covalent bond and 
(CH(R )) pa -(W ) n wherein rr is an integer selected from 0 through 1 , pa is 
5 an integer selected from 0 through 3, and W ? is selected from the group 

consisting of (R 7 )NC(0) and N(R ? ); 
7. 

18 ****** fr °m to group consisting of hydrido, hydroxy and alkyl; 
15. 

,s selected from 11,6 S«>«P consisting of hydrido, halo, alkyl, and 

haloalkyl; 

10 M is selected from the group consisting of N and R 1 -C; 

R 1 is selected from the group consisting of hydrido, hydroxy, 
hydroxyamino, amidino, amino, cyano, hydroxyalkyl, alkoxy, alkyl, 
alkylamino, aminoalkyl, alkylthio, alkoxyamino, haloalkyl, haloalkoxy, and 
halo; 

15 R 2 isZ°-Q; 

Z° is selected from the group consisting of a covalent single bond, O, 
S,NH,andCH 2 ; 

Q is selected from the group consisting of aryl and heteroaryl wherein a 
carbon adjacent to the carbon at the point of attachment is optionally substituted 

20 byR .theomercarDonadjacenttomewrbonatthepointofattachmentis 

optionally substituted by R 13 a carbon adjacent to R 9 and two atoms from the 
carbon at the point of attachment is optionally substituted by R 10 , a carbon 
adjacent to R 13 and two atoms from the carbon at the point of attachment is 
optionally substituted by R 12 , and any carbon adjacent to both R 10 and R 12 is 

2 5 optionally substituted by R 1 1 ; 
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D 9 d 11 ^ 

' * and R are independently selected from the group 
consisting of hydrido. hydroxy, amino, amidino, guanidino, lower 
alkylamino, alkylthio, alkylsulfonamido, alkylsulfinyl, alkylsulfonyl, 
amidosulfonyl, monoalkyl amidosulfonyl, alkyl, alkoxy, halo, haloalkyl 

5 haloalkoxy,hydroxyalkyl,carboxy,carboxamido, and cyano- 
10 12 

mdR are independently selected from the group consisting of 
hydrido, acetamido, haloacetamido, amidino, guanidino, alkyl, alkoxy, 
hydroxy, amino, alkoxyamino, lower alkylamino, alkylsulfonamido, 
amidosulfonyl, monoalkyl amidosulfonyl, dialkyl amidosulfonyl, 
1 0 hydroxyalkyl, aminoalkyl, carboalkoxy, carboxy, carboxyalkyl, 
amidocarbonyl, halo, haloalkyl, and cyano; 
Y° is formula (IV): 




wherein D 5 , D 6 , J 5 , and J 6 are independently selected from the group 
15 consisting of C, N, O. S and a covalent bond with the provisos that no more 
than one is a covalent bond, K 2 is C, no more than one of D 5 , D 6 , J 5 , and J 6 
is O, no more than one of D 5 , D 6 , J 5 , and J 6 is S, one of D 5 D 6 , J 5 , and J 6 
must be a covalent bond when two of D 5 , D 6 , J 5 , and J 6 are O and S, and no 
more than four of D 5 , D 6 , J 5 , and J 6 are N; 

20 R 16 p 17 d 18 19 

* K • R ' and R m independently selected from the group 

consisting of hydrido, amidino, guanidino, carboxy, haloalkylthio, alkoxy 
hydroxy, amino, lower alkylamino. alkylthio, alkylsulfinyl, alkylsulfonyl, ' 
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alkanoyl, haloalkanoyl, alkyl, halo, haloaJkyl, haloalkoxy, hydroxyalkyl, 
aminoalkyl, and cyano; 

d 16 Jn 19 b 

andR are optionally Q with the proviso that no more than one 

ofR andR 19 is Q b at the same time and that Q b is Q**; 
5 Q b is selected from the group consisting of NR 2 °R 21 , Q be wherein Q be is 

hydrido, andQNR^NR^R 24 , with the provisos that no more than one of R 20 
21 

and R is hydroxy at the same time and that no more than one of R 23 and R 24 is 
hydroxy at the same time; 

R 20 21 23 _24 25 

K ' K R ' a «> d R are mdependentiy selected from the group 
1 0 consisting of hydrido, alkyl, and hydroxy; 
s 

Q is selected from the group consisting of a single covalent bond, 
CH 2 , andCH 2 CH 2 . 

10. The compound as recited in Claim 9 or a pharmaceutically acceptable salt 
15 thereof, wherein; 

B is the Formula: 




R 32 P 33 d 34 « 35 36 

* ' K ' R .andR are independently selected from the 

group consisting of hydrido, amidino, guanidino, carboxy, methoxy, ethoxy 

20 jsopropoxy, propoxy, hydroxy, amino, methoxyamino, ethoxyamino 

acetamido, trifluoroacetamido, N-methylamino, dimethylamino, N-ethylamino 

methylthio, ethylthio, isopropylthio, trifluoromethyl, pentafluoroethyl 222- 
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trifluoroetbyl, 2^33^-pentafluoropropyl, trifluoromethoxy, 1,1,2.2- 
tetrafluoroethoxy, fluoro, chloro, bromo, amidosulfonyl, N- 
methylamidosulfonyl, NJM-dimethylamidosulfonyl, hydroxymethyl, 1- 
hydroxyethyl, 2-hydroxyethyl, 2,2,2-trifluoro-l-hydroxyethyl, 
5 methoxycarbonyl, ethoxycarbonyl, amidocarbonyl, N-raethylamidocarbony], 
N,N-dimethylaniidocarbonyl, cyano, and Q b ; 

A is selected from the group consisting of single covalent bond, NH, 
N(CH 3 ), N(OH), CH 2 , CH 3 CH, CF 3 CH, NHC(O), N(CH 3 )C(0), 

C(0)NH. C(0)N(CH 3 ), CH 2 CH 2 , CH 2 CH 2 CH 2 , CH 3 CHCH 2 , and 
10 CF 3 CHCH 2 ; 

M is selected from the group consisting of N and R*-C; 

R 1 is selected from the group consisting of hydrido, hydroxy, amino, 
amidino, hydroxyamino, aminomethyl, 1-aminoethyI, methylamino, 
dimethylamino, cyano, methyl, ethyl, trifluoromethyl, pentafluoroethyl, 2,2,2- 
15 trifluoroetbyl, methoxy, hydroxymethyl, 1-hydroxyethyl, 2-hydroxyethyl, 
methoxyamino, methylthio, ethylthio, trifluoromethoxy, 1,1,2,2- 
tetrafluoroethoxy, fluoro, chloro, and bromo; 

R 2 isZ°-Q; 

Z° is selected from the group consisting of a covalent single bond, O, 
20 S,NH.andCH 2 ; 

Q is selected from the group consisting of phenyl, 2-thienyl, 3-thienyl, 
2-furyl, 3-furyl, 2-pyrrolyl, 3-pynolyl, 2-imidazolyl, 4-imidazolyl, 3- 
pyrazolyl, 4-pyrazolyl, 2-thiazolyl, 3-isoxazolyl, 5-isoxazolyl, 2-pyridyl, 3- 
pyridyl,4-pyridyl, 2-pyrazinyl, 2-pyrimidinyl, 4-pyrimidinyl, 5-pyrimidinyl, 
2 5 3-pyridazinyl, 4-pyridazinyl, and U.S-triazin-2-yl, wherein a carbon adjacent 
to the carbon at the point of attachment is optionally substituted by R 9 , the 
other carbon adjacent to the carbon at the point of attachment is optionally 
substituted by R , a carbon adjacent to R 9 and two atoms from the carbon at 
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the point of attachment is optionally substituted by R 10 , a carbon adjacent to 
_13 

R and two atoms from the carbon at the point of attachment is optionally 
substituted by R 12 , and any carbon adjacent to both R 10 and R 12 is optionally 
substituted byR 11 ; 

9 11 13 

R . R , and R are independently selected from the group consisting 
of hydrido, amidino, guanidino, carboxy. methyl, ethyl, propyl, isopropyl, 
methoxy, ethoxy, isopropoxy, propoxy, hydroxy, amino, N-methylamino, 
N^-dimethylamino, N-ethylamino, methylthio, ethylthio, isopropylthio, 
trifluoromethyl, pentafluoroethyl, 2,2,2-trifluoroethyl, 2,2,3,33- 
pentafluoropropyl, trifluoromethoxy, l,l,2,2-tetraf)uoroethoxy, fluoro, 
chloro, bromo, methanesulfonamido, amidosulfonyl, N-methylamidosulfonyl, 
N,N-dimethylamidosulfonyl, hydroxymethyl, 1 -hydroxyethyl, 2- 
hydroxyethyl, 2,2,2-trifluoro-l-hydroxyethyl, amidocarbonyl, N- 
methylamidocarbonyl, N,N-dimethylamidocarbonyl, and cyano- 
P 10 12 . 

K and R are independently selected from the group consisting of 
hydrido, amidino, guanidino, carboxy, carboxymetbyl, methyl, ethyl, propyl, 
isopropyl, methoxy, ethoxy, isopropoxy, propoxy, hydroxy, amino, 
methoxyamino, ethoxyamino, acetamido, trifluoroacetamido, aminomethyl, 1- 
aminoethyl, 2-aminoethyl, N-methylamino, dimethylamino, N-ethylamino. ' 
methanesulfonamido, amidosulfonyl, N-methylamidosulfonyl, N.N- 
dimethylamidosulfonyl, hydroxymethyl, 1 -hydroxyethyl, 2-hydroxyethyl, 
2,2,2-trifluoro-l-hydroxyethyl, methoxycarbonyl, ethoxycarbonyl, 
amidocarbonyl, N-methylamidocarbonyl, N^-dimethylamidocarbonyl, 
fluoro, chloro, bromo, and cyano; 

Y° is selected from the group consisting of: 

1- Q^VWW 7 -« 18 WW„e, 

2- Q b -5-Q S *R 17 ^ R «. 2 . R >' I>yridillet 
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3^V Q W W ^'pyridine, 2-QW-3-R 1 VR 18 p y razine. 3- 
Q^'^-R^-S-R^-^R^pyridazine, 

2V-5-Q S ^R 1 VR , Vri^dine.5-QW-3R 16 -6-R 19 p yrimidine, 
3^Q S ^R 1 S-R 1 Wne,2-QW-3-R 1 VR 17 thio P hene. 
5 3-Q b 5-Q S 4R 16 2.R 19 furan , 2-Q b -5^3-R 1 VR 17 furan, 

4-Q b - 2-Q S -5-R 19 imidazole,2-Q b -4-Q S -5-R 17 imidazole, 
3-Q b -5-Q S -4.R 16 isoxazole. 5<| b -3-Q%* 16 isoxazole, 
2-Q b -5-Q S -4-R 16 pyraZ ole, 4-Q b 2-Q S -5-R 19 thia2ole, and 
10 2-Q b -5-Q S -4-R 17 thiazole; 

R 16 R 17 u 18 

' K ' K . andR are independently selected from the group 
consisting of hydrido, methyl, ethyl, isopropyl, propyl, carb oxy, amidino, 
guanidino, methoxy, ethoxy, isopropoxy, propoxy, hydroxy, amino, 
aminomethyl, 1-aminoethyl, 2-aminoethyl, N-methylaraino, dimethylamino 
15 N-ethylamino, methylthio, ethylthio, isopropylthio, trifluoromethylthio, 
methylsulfmyl, ethylsulfinyi, methylsulfonyl, ethylsulfonyl, trifiuoromethyl 
pentafluoroethyl, 2,2,2-trifluoroethyl, 2,2333-pentafluoropropyl, 
trifluoromethoxy, 1,1,2,2-tetrafluoroetboxy, fluoro, chloro, bromo, 
amidosulfonyl, N-methylamidosulfonyl, N.N-dimethylamidosulfonyl, 

20 hydroxymethyl,l-hydroxyethyl,2-hydroxyethyl,2,2,2-trifluoro-l- 
hydroxyethyl, and cyano; 

R 16 and R 19 are optionally Q b with the proviso that no more than one of 

16 19 b 
R andR i s Q at the same time and that Q b is Q**; 

Q b is selected from the group consisting of Q be wherein Q bc is hydrido 

25 andQNR^NR^R 24 , with the proviso that no more than one of R 23 and R 24 is 
hydroxy at the same time; 
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p 23 24 J n 25 

' K ' liD<1R are independenUy selected from the group consisting of 

hydrido, methyl, ethyl, and hydroxy; 

s . 

Q is selected from the group consisting of a single covalent bond, CH 2 
andCH 2 CH 2 . 

5 

1 1. The compound as recited in Claim 10 or a pharmaceutically acceptable salt 
thereof, wherein; 

B is selected from the group consisting of 2-aminophenyl, 3- 
aminophenyl, 3-amidinophenyl; 4-amidinophenyl, 3-carboxyphenyl, 3- 
1 0 carboxy-5-hydroxyphenyI, 3-chlorophenyl, 4-chlorophenyl, 3,4- 

dichlorophenyl, 2-fluorophenyl, 3-nuorophenyl, 3,4-difluorophenyl, 3- 
hydroxyphenyl, 4-hydroxyphenyl, 3-methoxyaminophenyl, 3-methoxyphenyl, 
4-methoxyphenyl, 3-methylphenyl, 4-methylphenyl, phenyl, and 3- 
trifluoromethylphenyl; 

15 A is selected from the group consisting of CH 2 , CH3CH, CF3CH, 

NHC(0), CH 2 CH 2 ,and CH 2 CH 2 CH 2 ; 

M is selected from the group consisting of N and R^C; 

R 1 is selected from the group consisting of hydrido, hydroxy, amino, 
amidino, hydroxyamino, aminomethyl, methylamino, cyano, methyl, 
20 trifluoromethyl, methoxy, hydroxymethyl, methoxyamino, methylthio, 
trifluoromethoxy, fluoro, and chloro; 

R 2 isZ°-Q; 

Z° is selected from the group consisting of a covalent single bond, O, 
S, NH, and CH 2 ; 

25 Q is selected from the group consisting of 5-amino-3- 

amidocarbonylphenyl, 5-amino-2-fluorophenyl, 3-amino-5- 
hydroxymethylphenyl, Samino-3-methoxycarbonylphenyl, 3-amidinophenyl, 
3-amino-2-methylphenyl, 5-amino-2-methylthiophenyl, 3-aminophenyl, 
benzyl, 3-carboxyphenyl, 3-carboxy-5-arninophenyl, 3-carboxy-5- 

3 0 hydroxyphenyl, 3<arboxymethyl-5-aminophenyl, 3-carboxymethyl-5- 
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hydroxyphenyl, 3-caiboxymcthylphcnyl, 3-chlorophenyl, 2-chlorophenyl, 
2,6-dichlorophenyl, 3-cyanophenyl, 3-dimethylaminophenyl, 2-fluorophenyl, 
3-fIuorophenyl, 2,5-difluorophenyl, 2-hydroxyphenyl, 3-hydroxyphenyl, 3- 
methanesulfonylaminophenyl, 2-methoxyphenyl, 3-methoxyphenyl, 3- 
5 methoxyaminophenyl, 3-methoxycarbonylphenyl, 2-methylaminophenyl. 3- 
methylaminophcnyl, 2-methylphenyl, 3-methylphenyl, 4-methylphenyl, 
phenyl, 3-trifluoroacetamidophenyl, 3-trifluororaethylphenyl, 2- 
trifluoromethylphenyl, 5-amino-2-thienyl, 5-amino-3-thienyl, 3-bromo-2- 
thienyl, 3-pyridyl, 4-pyridyl, 2-thienyl, and 3-thienyl; 
10 Y° is selected from the group consisting of: 

2- Q b -5-Q S -6-R 17 -4-R 18 -2-R 19 pyridine, 

3- Q b -6-Q S -2-R 16 -5-R 18 ^R 19 pyridine, 

3-Q b -5.Q S ^R 16 -2-R 19 thiophen e , and 2-Q b -5-Q S -3-R 1 6 -4-R 17 thiophene : 
D 16 19 

are independently selected from the group consisting of 

hydrido, amidino, amino, aminomethyl, methoxy, methylamino, hydroxy, 
hydroxymethyl, fluoro, chloro, and cyano; 

R andR are optionally Q b with the proviso that no more than one 

of R and R 19 is Q b at the same time and that Q b is Q bc ; 
17 18 

R andR are independently selected from the group consisting of 
hydrido, fluoro, chloro, hydroxy, hydroxymethyl, amino, carboxy, and cyano; 

Q is selected from the group consisting of Q be wherein Q be is hydrido 
andCCNR^NR^R 24 ; 

D 23 24 25 

R ***** »e independently selected from the group consisting of 
2 5 hydrido and methyl ; 

Q S isCH 2 . 



15 
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12. The compound as recited in Claim 9 having the Formula: 

,2 




IT 



O 



or a pharmaceutical^ acceptable salt thereof, wherein; 
B is the Formula: 



34 




R 32 R 33 34 35 36 

,k ,k ,andR are independently selected from the 

group consisting of hydrido, acetamido, haloacetamido, amidino, guanidino, 
alkoxy, hydroxy, amino, alkoxyamino, lower alkylamino, alkylthio, 
amidosulfonyl, monoalkyl amidosulfonyl, dialkyl amidosulfonyl, alkyl halo 
10 ^oalkyl,haloalkoxy,hydroxyalkyl,^ ' 
cyano, and Q b ; 

A is selected from the group consisting of single covalent bond and 
15 7 

(CH(R ))^W ) n wherein rr is an integer selected from 0 through 1 , pa is 

an integer selected from 0 through 3, and W ? is N(R 7 ); 
7 

15 R is selected from the group consisting of hydrido and alkyl; 

15. 

,s xlected from the group consisting of hydrido, halo, alkyl, and 

haloalkyi; 

M is selected from the group consisting of N and R 1 -C; 

214 



^ .looir^-. 

WO 00/69832 



PCT/DSOO/09806 



R 1 is selected from the group consisting of bydrido, hydroxy 
hydroxyamino, amidino, amino, cyano, hydroxyalkyl, alkoxy alkyl 
alkylamino, aminoalkyl, alkylthio, alkoxyamino, haloalkyl, haloalkoxy and 
halo; 

5 R 2 isZ°-Q; 

Z° is a covalent single bond; 

Q is selected from the group consisting of aryl and heteroaryl wherein a 
carbon adjacent to the carbon at the point of attachment is optionally substituted 
by R , the other carbon adjacent to the carbon at the point of attachment is 
10 optionally substituted by R 13 , a carbon adjacent to R 9 and two atoms from the 
carbon at the point of attachment is optionally substituted by R 10 , a carbon 
adjacent to R 13 and two atoms from the carbon at the point of attachment is 
optionaJly substituted by R 12 , and any carbon adjacent to both R 10 and R 12 is 
optionally substituted by R ; 



15 



R ,R H ,and R 13 are independently selected from the group 



20 



consisting of hydrido, hydroxy, amino, amidino, guanidino, lower 
alkylamino, alkylthio, alkoxy, alkylsulfinyl, alkylsulfonyl, amidosulfonyl 
monoalkylamidosulfonyl, alkyl, halo, haloalkyl. haloalkoxy, hydroxyalkyl 
carboxy, carboxamido, and cyano; 

R and R 12 are independently selected from the group consisting of 
hydrido, acetamido, haloacetamido, amidino, guanidino, alkyl, alkoxy 
alkoxyamino, aminoalkyl, hydroxy, amino, lower alkylamino 
alkylsulfonamido, amidosulfonyl, monoalkyl amidosulfonyl dialkyl 
armdosulfonyl, hydroxyalkyl, aminoalkyl, halo, haloalkyl, carboalkoxy 
25 carboxy, carboxyamido, carboxyalkyl, and cyano; 
Y° is formula (IV): 
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. . _5 _6 .5 6 
wnerem D , D , J , and J are independently selected from the group 

consisting of C, N, O, S and a covalent bond with the provisos that no more 
than one is a covalent bond, K is C, no more than one of D 5 , D 6 , J 5 , and J 6 
5 is 0, no more than one of D 5 , D 6 , J 5 , and J 6 is S, one of D 5 , D 6 , J 5 , and J 6 
must be a covalent bond when two of D 5 , D 6 , J 5 , and J 6 are O and S, and no 

more than four of D 5 , D 6 , J 5 , and J 6 are N; 

_ 16 17 18 19 

,R «R »andR are independendy selected from the group 

consisting of hydrido, amidino, guanidino, carboxy, haloalkylthio, alkoxy, 

1 0 hydroxy, amino, lower alkylamino, alkylthio, alkylsulfinyl, alkylsulfonyl, 

alkanoyl, haloalkanoyl, alkyl, halo, haloalkyl, haloalkoxy, hydroxyalkyl, 

aminoalkyl, and cyano; 

d 16 jo 19 b 

31,(111 are optionally Q with the proviso that no more than one of 

R 16 and R 19 is Q b at the same time and that Q b is Q 6 *; 
15 Q b is selected from the group consisting of NR 20 R 21 , Q** wherein Q be is 

hydrido, and CCNR^NR^R 24 ; 

20 21 23 24 25 
R ,R ,R ,R ,andR are independently selected from the group 



consisting of hydrido and alkyl; 
Q S is CH 2 . 



20 
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13. The compound as recited in Claim 12 or a pharmaceutically acceptable salt 
thereof, wherein; 

B is the Formula: 

,3 4 




, 32 33 34 D 35 36 

K ♦ K , R , R , and R are independendy selected from the 

group consisting of hydrido, amidino, guanidino, methyl, ethyl, methoxy, 
ethoxy, hydroxy, amino, N-methylamino, dimethylamino, methylthio, 
ethylthio, trifluoromethyl, pentafluoroethyl, 2,2,2-trifluoroethyI, fluoro, 
chloro, bromo, amidosulfonyl, N-methylamidosulfonyl, hydroxymethyl, 
10 amidocarbonyl, carboxy, cyano, and Q b ; 

A is selected from the group consisting of single covalent bond, NH, 
N(CH 3 ), CH ? , CH 3 CH, and CH 2 CH 2 ; 

M is selected from the group consisting of N and R ] -C; 

R 1 is selected from the group consisting of hydrido, hydroxy, amino, 
amidino, hydroxyamino, aminomethyl, methylamino, cyano, methyl, 
trifluoromethyl, methoxy, hydroxymethyl, methoxyamino, methylthio, 
trifluoromethoxy, fluoro, and chloro; 
2 

R is selected from the group consisting of phenyl, 2-thienyl, 2-furyl, 
2-pyrrolyl, 2-imidazolyl, 2-thiazolyl, 3-isoxazolyl, 2-pyridyl, and 3-pyridyl, ' 
20 wherein a carbon adjacent to the carbon at the point of attachment is optionally 
substituted by R , the other carbon adjacent to the carbon at the point of 
attachment is optionally substituted by R 13 , a carbon adjacent to R 9 and two 
atoms from the carbon at the point of attachment is optionally substituted by 
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10 13 
.a carbon adjacent to R and two atoms from the carbon at the point of 

attachment is optionally substituted by R 12 , and any carbon adjacent to both 

d 10 11 
K and R is optionally substituted by R ; 

9 11 13 

R ,R ,andR are independently selected from the group consisting 
5 of hydrido, methyl, ethyl, methoxy, ethoxy, hydroxy, amino, N-methy}amino, 
N,N-dimethylamino, methylthio, trifluoromethyl, pentafluoroethyl, 2,2,2- 
trifluoroethyl, fluoro, chloro, bromo, amidosulfonyl, N-methylamidosulfonyl, 
N,N-dimethylamidosulfonyl,hydroxymethyI, 1-hydroxyethyl, amidocarbonyl, 
N-methylamidocarbonyl, carboxy, and cyano; 

10 R 10 and R* 2 are independently selected from the group consisting of 

hydrido, amidino, amidocarbonyl. N-methyiamidocarbpnyl, guanidino, 
methyl, ethyj, methoxy, ethoxy, hydroxy, hydroxymethyl, 1-hydroxyethyl, 2- 
hydroxyethyl, carboxy, carboxymethyl, amino, acetamido, trifluoromethyl, 
pentafluoroethyl, 2,2,2-trifluoroethyl, trifluoroacetamido, aminomethyl, N- 

1 5 methylamino, dimethylamino, amidosulfonyl, N-methylamidosulfonyl, N,N- 
dimethylamidosulfonyl, methoxycarbonyl, fluoro. chloro, bromo, and cyano; 
Y° is selected from the group consisting of: 

1- Q b W-2-R 16 -3-R 17 ^R I8 - 6 -R I9 benzene, 

2- QW^R 1 VR^l2-R 1 %yrimne,2-QW-3-R 16 -4-R 17 thiophene, 
20 3-Q VQ S -2-R 16 -5-R 18 -^R 19 pyridine, 3-Q b .5-Q S -4-R 16 -2-R 19 thiophene, 

3- Q b -5- Q UR 16 -2-R 19 furan, 2-Q b -5-Q S -3-R 16 -^R 17 fu ra n, 

3- Q b -SQ S ^R 16 -2-R ,9 py IT ole,2-Q b -5-Q S -3-R 16 ^R 17 py rr ole, 

4- Q -2-Q -5-R thiazole,and2-Q -5-Q S ^-R thiazole; 

R , R , R 8 , and R 19 are independently selected from the group 
25 consisting of hydrido, methyl, ethyl, amidino, guanidino, methoxy, hydroxy, 
amino, aminomethyl, 1-aminoethyl, 2-aminoethyl, N-methylamino, 
dimethylamino, methylthio, ethylthio, trifluoromethylthio, methylsulfmyl, 
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methylsulfonyl, trifluoromethyl, pentafluoroethyl, 2,2,2-trifluoroethyl, 
trifluoromethoxy, fluoro, chloro, amidosulfonyl, N-methylamidosulfonyl, 
hydroxyraethyl, carboxy, and cyano. 

Q b is selected from the group consisting of NR 2 °R 21 and 

5 C(NR )NR R , with the proviso that said Q** group is bonded directly to a 
carbon atom; 

R 20 21 23 D 24 75 

,K K ' K ' andR a" 5 independently selected from the group 
consisting of hydrido, methyl, and ethyl; 

Q*is CH 2 . 



10 



14. The compound as recited in Claim 13 or a pharmaceutical^ acceptable salt 
thereof, wherein; 

B is selected from the group consisting of 2-aminophenyl, 3- 
aminophenyl, 3-amidinophenyl, 4-amidinophenyl, 3-carboxyphenyl, 3- 
15 carboxy-5-hydroxyphenyl,3-chlorophenyl,4-chlorophenyl,3,4- 

dichlorophenyl, 2-fluorophenyl, 3-fluorophenyl,3,4-difluorophenyl, 3- 
hydroxyphenyl, 4-hydroxyphenyl, 3-methoxyaminophenyl, 3-methoxyphenyl, 
4-methoxyphenyl, 3-methylphenyl, 4-methylphenyl, and phenyl; 

A is selected from the group consisting of CH 2 , CH 3 CH, CF 3 CH, 

20 NHC(0),CH 2 CH 2 .andCH 2 CH2CH 2 ; 

M is selected from the group consisting of N and R 1 -C; 

R 1 is selected from the group consisting of hydrido, hydroxy, amino, 
methyl, trifluoromethyl, fluoro, and chloro; 
2 

R is selected from the group consisting of 5-amino-3- 
25 amidocarbonylphenyj, 5-amino-2-fluorophenyI, 3-amino-5- 

hydroxymethylphenyl, 5-amino-3-methoxycarbonylphenyl, S-amidinophenyl, 
3-amino-2-methylphenyl, 5-amino-2-rnethylthiophenyl, 3-aminophenyl, 
benzyl, 3-carboxyphenyl, 3-carboxy-5-aminophenyl, 3-carboxy-S 
hydroxyphenyl, 3-carboxymethyl-5-aminophenyl, 3-carboxymethyl-5- 
30 hydroxyphenyl, 3-carboxymethylphenyl, 3-chloropbenyl, 2-chlorophenyI 3- 



219 



7 



■LOO fyiM+7' . OM-Q3QS 

WO 00/69832 PCT/US00/09806 

cyanophenyl,3-dimefoylanunophenyl, 2-fluorophenyl,3-fluorophenyl, 2,5- 
difluorophenyl, 2-hydroxyphenyl, 3-bydroxyphenyl, 3- 
methanesulfonylaminophenyl, 2-methoxyphenyl, 3-methoxyphenyl, 3- 
methoxyaminophenyl, 3-metooxycarbonylphenyl, 2-methylaminophenyl, 3- 
5 raethylaminophenyl, 2-methylphenyJ, 3-methylphenyl, 4-methylphenyl, 
phenyl, 3-trifluoroacetamidophenyl, 3-trifluoromethylphenyl, 2- 
trifluoromethylphenyl, 5-amino-2-thienyl, 5-amino-3-tbienyl, 3-bromo-2- 
thienyl, 3-pyridy], 4-pyridyJ, 2-thienyl, and 3-thienyl; 
Y is selected from the group consisting of: 

10 l-Q b -4-Q S -2-R 16 -3-R 17 -5-R ?8 -6-R ?9 benzene, 

2- Q b -5-Q S -6-R n -4-R ,8 -2-R 19 pyridine, 

3- Q b -6-Q S -2-R 16 -5-R 18 -4-R 19 pyridine, 

3-QW-4-R ' 6 -2-R J9 thiophene, and 2-Q b -5-Q S -3-R 1 6 -4-R 17 thiophene; 

16 19 

R andR are independently selected from the group consisting of 
15 hydrido, amidino, amino, arainomethyl, methoxy, methylamino, hydroxy, 
hydroxymethyl, fluoro, chloro, and cyano; 

R and R 1 ? are optionally Q b with the proviso that no more than one 

of R 16 and R 19 is Q b at the same time and that Q b is Q be ; 

17 jg 

R andR are independently selected from the group consisting of 
2 0 hydrido, fluoro, chloro, hydroxy, hydroxymethyl, amino, carboxy, and cyano; 

Q is selected from the group consisting of Q** wherein Q 1 * is hydrido 
andQNR^NR^R 24 ; 

D 23 24 25 

>R • m<iR independently selected from the group consisting of 

hydrido and methyl; 
25 Q S isCH 2 . 
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15. The compound as recited in Claim 14 or a pharmaceutical^ acceptable salt 
thereof, wherein; 

B is selected from the group consisting of 3-aminophenyl, 3- 
amidinophenyl, 4-amidinophenyl, 3-chlorophenyl, 4-chlorophenyl, 3,4- 
5 dichlorophenyl, 2-fluorophenyl, 4-methylphenyl. and phenyl; 

A is selected from the group consisting of CH 2 , NHC(O), 
CH 2 CH 2 ,and CH 2 CH 2 CH 2 ; 

M is selected from the group consisting of N and R • -C; 

R 1 is selected from the group consisting of hydrido, fluoro, and 

10 chloro; 

2 

R is selected from the group consisting of 3-aminophenyl, benzyl, 3- 
chlorophenyl, 3-dimethylaminophenyl, 3-hydroxypbenyl, 3 
methanesulfonylaminophenyl, 3-methylaminophenyl, 2-methyIphenyl, 3- 
methylphenyl, phenyl, 3-trifluoroacetamidophenyl, 3-bromo-2-thienyl, 2- 
15 thienyl,and3-thienyl; 

Y° is selected from the group consisting of 5-amidino-2-thienylmethyl, 
4-amidinobenzyl, 2-fluoro4-amidinobenzyl, and 3-fluorcMl-amdinobenzyl. 

16. A compound as recited in Claim 9 where said compound is selected from 
2 0 the group having the Formula: 




o 



or a pharmaceutically acceptable salt thereof, wherein: 



2 

R is 3-aminophenyl, B is 3-chlorophenyl, A is CH 2 CH 2 , Y° is 4- 



amidinobenzyl, and M is CH; 

25 R is 3-aminophenyl, B is phenyl, A is CH 2 , Y° is 4-amidinobenzyl, and 

MisCH; 
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R 2 is phenyl, B is 3-chloropbenyl, A is CH 2 CH 2 , Y° is 4-amidinobenzyl, 
and M is CH; 

R is 3-dimethyIaminophenyI, B is phenyl, A is CH 2 CH 2 , Y° is 4- 
amidinobenzyl, and M is CH; 

5 R 2 is 2-methylphenyl, B is phenyl, A is CH 2 CH 2 , Y° is 4-amidinobenzyl, 

andMisCH; 

R? is P hen y ? ' B is 3-aminophenyl, A is C(0)NH, Y° is 4-amidinobenzyl, 
and M is CH; 

R 2 is phenyl. B is 3-amidinophenyl, A is CH 2 , Y° is 4-amidinobenzyl, 
10 andMisCH; 

2 

R is 3.(N-methylamino)phenyl, B is phenyl, A is CH 2 CH 2 , Y° is 4- 



amidinobenzyl, and M is CH; 

R is 3-methylsulfonamidophenyl, B is phenyl, A is CH 2 CH 2 , Y° is 4- 



amidinobenzyl, and M is CH; 
2 

15 R is phenyl, B is 4-amidinophenyl, A is CH 2 , Y° is 4-amidinobenzyl, 

and M is CH; 
2 

R is 3-methylaminophenyl, B is phenyl, A is CH 2 CH ? , Y° is 4- 
amidinobenzyl, and M is CH; 

R 2 is phenyl, B is phenyl, A is CH 2 , Y° is 4-amidinobenzyl, and M is CH; 

20 R is 3-methyIphenyl, B is 4-phenyl, A is CH 2 CH 2 , Y° is 4- 

amidinobenzyl, and M is CH; 
2 

R is 3-aminophenyl, B is 3-chlorophenyl, A is CH 2 CH 2 , Y° is 4- 
amidinobenzyl, and M is CC1; 

R 2 is 3-aminophenyl, B is phenyl, A is CH 2 , Y° is 4-amidinobenzyl, and 



25 MisCCl; 



R 2 is phenyl, B is 3-chlorophenyl, A is CH 2 CH 2 , Y° is 4-amidinobenzyl, 
andMisCQ; 
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2 

R is 3-dimethylaminophenyl, B is phenyl, AisCH 2 CH 2 , Y°is4- 
amidinobenzyl, and M is CC1; 

R 2 is 2-methylphenyl, B is phenyl, A is CH 2 CH 2 , Y° is 4-amidinobenzyl, 



5 



and M is CC1; 
>2 



R is phenyl, B is 3-aminophenyl, A is C(0)NH, Y° is 4-amidinobenzyl, 
andMisCCl; 

R is phenyl, B is 3-amidinophcnyl, A is CH ? , Y° is 4-arridinobenzyh 
andMisCQ; 
2 

R is 3-<N-methylamino)pbenyl, B is phenyl, A is CH 2 CH 2 , Y° is 4- 

1 0 amidinobenzyl, and M is CQ; 
2 

R is 3-methylsulfonamidophenyl, B is phenyl, A is CH 2 CH 2 , Y° is 4- 
amidinobenzyl, and M is CO; 

R 2 is phenyl, B is 4-amidinophenyl, A is CH 2 , Y° is 4-amidinobenzyl, 
andMisCCl; 
2 

15 R is3-methylaminophenyl,Bisphenyl,AisCH 2 CH 2 ,Y°is4- 

amidinobenzyl, and M is CQ; 
2 

R is phenyl, B is phenyl, A is CH 2 , Y° is 4-amidinobenzyl, and M is 



CC1; 



2 

R is 3-methylphenyl, B is 4-phenyl, A is CH 2 CH 2 , Y° is 4- 



20 amidinobenzyl, and M is CC1; 

R is 3-aminophenyl, B is 3-chlorophenyl, A is CH 2 CH 2 , Y° is 4- 
amidinobenzyl, and M is CF; 

R 2 is 3-aminophenyl, B is phenyl, A is CH 2 , Y° is 4-amidinobenzyl, and 
M is CF; 

25 R 2 is phenylj B is 3-chlorophenyl, A is CH 2 CH 2 , Y° is 4-amidinobenzyl, 

and M is CF; 
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R is 3-dimethylaminophenyl, B is phenyl, A is CH 2 CH 2 , Y° is 4- 
amidinobenzyl, and M is CF; 

R 2 is 2-methylphenyl, B is phenyl. A is CH 2 CH 2 , Y° is 4-amidinobenzyl, 
andMisCF; 
2 

5 R is phenyl, B is 3-aminophenyl. A is C(0)NH, Y° is 4-amidinobenzyl. 

and M is CF; 

R 2 is phenyl, B is 3-amidinophenyl, A is CH 2 , Y° is 4-amidinobenzyl, 
and M is CF; 

R is 3-(N-methylamino)phenyl. B is phenyl, A is CH 2 CH 2 , Y° is 4- 
1 0 amidinobenzyl, and M is CF; 
2 

R is 3-methylsulfonamidophenyl, B is phenyl, A is CH 2 CH 2 , Y° is 4- 
amidinobenzyl, and M is CF; 

R 2 is phenyl, B is 4-amidinophenyl, A is CH 2 , Y° is 4-amidinobenzyl, 
andMisCF; 

15 R is 3-methylaminophenyl, B is phenyl, A is CH 2 CH 2 , Y° is 4- 

amidinobenzyl, and M is CF; 

R 2 is phenyl, B is phenyl, A is CH ? , Y° is 4-amidinobenzyl, and M is CF; 
2 

R is 3-methylphenyl, B is 4-phenyl, A is CH 2 CH 2> Y° is 4- 

amidinobenzyl, and M is CF; 
2 

20 R i s 3-aminophenyl, B is 3-chlorophenyl, A is CH 2 CH 2 , Y° is 4- 

amidinobenzyl, and M is N; 

R 2 is 3-aminophenyl, B is phenyl, A is CH 2 , Y° is 4-amidinobenzyl, and 

Mis N; 

2 

R is phenyl, B is 3-chlorophenyl, A is CH 2 CH 2 , Y° is 4-amidinobenzyl, 
25 andMisN; 

2 

R is 3-dimethylaminophenyl, B is phenyl, A is CH 2 CH 2 , Y° is 4- 
amidinobenzyl, and M is N; 
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R 2 is 2-methylphenyl, B is phenyl, A is CH 2 CH 2 , Y° is 4-amidinobenzyl, 
and M is N; 

R is phenyl, B is 3-aminophenyl, A is C(0)NH, Y° is 4-amidinobenzyl. 
and M is N; 

5 R is phenyl, B is 3-amidinophenyl, A is CH 2 , Y° is 4-amidinobenzyl, 

and M is N; 
2 

R is 3-(N-methylamino)phenyl t B is phenyl, A is CH 2 CH 2 , Y° is 4- 
amidinobenzyl, and M is N; 
2 

R is 3-methylsu]fpnamidophenyl, B is phenyl, A is CH 2 CH 2 , Y° is 4- 
1 0 amidinobenzyl, and M is N; 

R 2 is phenyl, B is 4-amidinophenyI, A is CH 2 , Y° is 4-amidinpbenzy!, 
and M is N; 

R is 3-methylaminophenyl, B is phenyl, A is CH 2 CH 2 , Y° is 4- 
amidinobenzyl, and M is N; 
15 R? 



R is phenyl, B is phenyl, A is CH 2 , Y° is 4-amidinobenzyl, and M is N; 

2 GH 2 , 



R is 3-methylphenyl, B is 4-phenyl, A is CH 2 CH 2 , Y° is 4- 



amidinobenzyl. and M is N. 



20 



25 



30 
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17. The compound as recited in Claim 2 having the Formula: 

,2 




10 



or a pharmaceutically acceptable salt thereof, wherein; 

B is selected from the group consisting ofhydrido, C2-C8 alkyl, C3- 
C8 alkenyl, C3-C8 alkynyl, and C2-G8 haloalkyl, wherein each member of 
group B is optionally substituted at any carbon up to and including 6 atoms 
from the point of attachment of B to A with one or more of the group 
consisting of R 3? , R 33 R 34 , R 35 , and R 36 ; 

p32 33 34 „35 . n 36 

» K » K »andR are independently selected from the 

group consisting of hydrido, acetamido, haloacetamido, amidino, guanidino. 
alkoxy, hydroxy, amino, alkoxyamino, lower alkylamino, alkylthio, 
amidosulfonyl, monoalkyl amidosulfonyl, dialkyl amidosulfonyl, alkyl, halo, 
haloalkyl, haloalkoxy, hydroxyalkyl, carboalkoxy, carboxy, carboxamido, 
15 cyano, and Q b ; 

A is selected from the group consisting of single covalent bond and 
(CH(R Wpa-fW )„. wherein rr is an integer selected from 0 through 1 , pa is 

an integer selected from 0 through 3, and W ? is selected from the group 

7 7 
consisting of (R )NC(0)andN(R ); 

7. 

R is selected from the group consisting of hydrido, hydroxy and alkyl; 

R 15 is selected from the group consisting of hydrido, halo, alkyl, and 
haloalkyl; 

M is selected from the group consisting of N and R 1 ^; 



20 
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R 1 is selected from the group consisting of hydrido, hydroxy, 
hydroxyamino, amidino, amino, cyano. hydroxyalkyl, alkoxy, alkyl, 
alkylamino, aminoalkyl, alkylthio, alkoxyamino, haJoalkyl, haloalkoxy, and 
halo; 

5 R 2 isZ°-Q; 

Z° is selected from the group consisting of a covalent single bond, O, 
S, NH, and CH 2 ; 

Q is selected from the group consisting of aryl and heteroaryl wherein a 
carbon adjacent to the carbon at the point of attachment is optionally substituted 
10 by R , the other carbon adjacent to the carbon at the point of attachment is 

optionally substituted by R 13 , a carbon adjacent to R 9 and two atoms from the 

carbon at the point of attachment is optionally substituted by R 10 , a carbon 
13 

adjacent to R and two atoms from the carbon at the point of attachment is 
optionally substituted by R , and any carbon adjacent to both R 10 and R 1? is 

15 optionally substituted by R^; 

9 11 13 
R , R , and R are independently selected from the group 

consisting of hydrido, hydroxy, amino, amidino, guanidino, lower 
alkylamino, alkylthio, alkylsulfonamido, alkylsulfinyl, alkylsulfonyl, 
amidosulfonyl, monoalkyl amidosulfonyl, alkyl, alkoxy, halo, haloalkyl, 
2 0 haloalkoxy, hydroxyalkyl, carboxy, carboxamido, and cyano; 

R andR are independently selected from the group consisting of 
hydrido, acetamido, haloacetamido. amidino, guanidino, alkyl, alkoxy, 
hydroxy, amino, alkoxyamino, lower alkylamino, alkylsulfonamido, 
amidosulfonyl, monoalkyl amidosulfonyl, dialkyl amidosulfonyl, 
25 hydroxyalkyl, aminoalkyl, carboalkoxy, carboxy, carboxyalkyl, 
amidocarbonyl, halo, haloalkyl, and cyano; 
Y° is formula (IV): 
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. _5 6 ,5 J T 6 
wberemD , D ,J ,andJ are independently selected from the group 

consisting of C, N, O, S and a covalent bond with the provisos that no more 

than one is a covalent bond, K 2 is C, no more than one of p 5 , P 6 , J 5 , and J* 

5 is O, no more than one of P 5 , p 6 , J 5 , and J 6 is S, one of p 5 , p 6 , J 5 , and J 6 

5 6 5 6 

must be a covalent bond when two of P , P , J , and J are 0 and S, and no 
more than four of D 5 , p 6 , J 5 , and J^areN; 

R , R ,R , and R^ are independently selected from the group 
consisting of hydrido, amidino, guanidino, carboxy, haloalkylthio, alkoxy, 
10 hydroxy, amino, lower alkylamino, alkylthio, alkylsulfinyl, alkylsulfonyl, 
alkanoyl, haloalkanoyl, alkyl, halo, haloalkyl, haloalkoxy, hydroxyalkyl, 
aminoalkyl, and cyano; 

R 16 and R 19 are optionally Q b with the proviso that no more than one 
of R 16 and R 19 is Q b at the same time and that Q b is Q 6 *; 
15 Q is selected from the group consisting of NR R , Q wherein 

Q bc is hydrido, CfNR^NR^R 24 , and N^CCNR 25 )^ 23 )^ 24 ), with 
the provisos that no more than one of R 20 and R 21 is hydroxy at the same time 

and that no more than one of R 23 and R 24 is hydroxy at the same time; 

20 21 23 24 25 26 
R ,R ,R ,R ,R ,andR are independently selected from the 

2 0 group consisting of hydrido, alkyl , and hydroxy; 
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Q s is selected from the group consisting of a single covalent bond, 
CH2, and CH2CH2. 

18. The compound as recited in Claim 17 or a pharmaceutical^ acceptable salt 
5 thereof, wherein; 

B is selected from the group consisting of hydrido, ethyl, 2-propynyl, 
2-propenyl, propyl, isopropyl, butyl, 2-butenyl, 3-butenyI, 2-butynyl, sec- 
butyl, ten-butyl isobutyl, 2-methyIpropenyl, l-pentyl, 2-pentenyl, 3-pentenyl, 
4-pentenyl, 2-pentynyl,3-pentynyl, 2-pentyl, l-methyl-2-butenyl, 1 -me thy I -3- 

10 butenyl, l-methyl-2-butynyl, 3-pentyl, l-ethyl-2-propenyl, 2-methylbutyl, 2- 
methyl-2-butenyl, 2-methyl-3-butenyl, 2-methyl-3-butynyt, 3-methylbutyl, 3- 
methyl-2-butenyl, 3-methyl-3-butenyl, 1-hexyl, 2-hexenyl, 3-hexenyl, 4- 
hexenyl, 5-hexenyl, 2-hexynyl, 3-hexynyl, 4-hexynyl, 2-hexyl, l-methyl-2- 
pentenyl, l-methyI-3-pentenyl, l-methyl-4-pentenyl, l-methyl-2-pentynyl, 1- 

15 methyl-3-pentynyl, 3-hexyl, l-ethyl-2-butenyl, l-ethyl-3-butenyl, l-propyl-2- 
propenyl, l-ethyl-2-butynyl, 1-heptyl, 2-heptenyl, 3-heptenyl, 4-heptenyl, 5- 
heptenyl, 6-heptenyl, 2-heptynyl, 3-heptynyl, 4-heptynyl, 5-heptynyl, 2- 
heptyl, l-methyl-2-hexenyl, l-methyl-3-hexenyl, l-methyl-4-hexenyl, 1- 
metbyl-5-hexenyl, l-methyl-2-hexynyl, l-methyl-3-hexynyl, l-methyl-4- 

20 hexynyl, 3-heptyl, l-ethyl-2-pentenyl, l-ethyl-3-pentenyl, i-ethyl-4-pentenyl, 
l-butyl-2-propenyl, l-ethyl-2-pentynyl, l-ethyl-3-pentynyl, 2,2,2- 
trifluoroethyl, 2,2-difluoropropyl, 4-trifluoromethyl-5,5,5-trifluoropentyI, 4- 
trifluoromethylpentyl, 5,5,6,6,6-pentafluorohexyl, and 333-trifluoropropyl, 
wherein each member of group B is optionally substituted at any carbon up to 

25 and including 5 atoms from the point of attachment of B to A with one or more 

. . ,J2 n 33 n 34 n 35 36 
of the group consisting of R , R , R , R , and R ; 

D 32 33 34 35 ^36 

K , R , R , R , and R are independently selected from the 

group consisting of hydrido, amidino, guanidino, carboxy, methoxy, ethoxy, 
isopropoxy, propoxy, hydroxy, amino, methoxyarnino, ethoxyamino, 
3 0 acetamido, trifluoroacetamido, N-methylamino, dimethylamino, N-ethylamino, 
methylthio, ethylthio, isopropylthio, trifluoromethyi, pentafluoroethyl, 2,2,2- 
trifluoroethyl, 2,2333-pentafluoropropyl, trifluoromethoxy, 1,1,2,2- 
tetrafluoroethoxy, fluoro, chloro, bromo, amidosulfonyl, N- 
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methylamidosulfonyl, NJ^-dimethylamidosulfonyl, hydroxymethyl, 1- 
hydroxyethyl, 2-hydroxyethyl, 2,2,2-trifluoro-l-hydroxyethyl, 
methoxycarbonyl, ethoxycarbonyl, amidocarbonyl, N-methylamidocarbonyl, 

N,N-dimethyIamidocarbonyl, cyano, and Q b ; 

5 A is selected from the group consisting of single covalent bond, NH, 

N(CH 3 ), N(OH), CH 2 , CH 3 CH, CF 3 CH, NHC(O), N(CH 3 )C(0), 

C(0)NH, C(0)N(CH 3 ), CH 2 CH 2 , CH 2 CH 2 CH 2 , CH 3 CHCH 2 , and 
CF 3 CHCH 2 ; 

M is selected from the group consisting of N and R 1 -C; 

10 R * is selected from the group consisting of hydrido, hydroxy, amino, 

amidino, hydroxyamino, aminomethyl, 1-aminoethyl, methyl amino, 
dimethylamino, cyano, methyl, ethyl, trill uoromethyl, pentafluoroethyl, 2,2,2- 
trifluoroethyl, methoxy, hydroxymethyl, 1-hydroxyethyl, 2-hydroxyethyl, 
methoxyamino, methylthio, ethylthio, trifluoromethoxy, 1,1,2,2- 

15 tetrafluoroethoxy, fluoro, chloro, and bromo; 

R 2 isZ°-Q; 

Z° is selected from the group consisting of a covalent single bond, O, 
S,NH, and CH 2 ; 

Q is selected from the group consisting of phenyl, 2-thienyl, 3-thienyl, 
2 0 2-furyl, 3-furyl, 2-pyrrolyl, 3-pyrrolyl, 2-imidazolyl, 4-imidazoIyl, 3- 

pyiazolyl, 4-pyrazolyl, 2-thiazolyl, 3-isoxazolyl, 5-isoxazoIyl, 2-pyridyl, 3- 
pyridyl,4-pyridyl, 2-pyrazinyl, 2-pyrimidinyl,4-pyrimidinyl, 5-pyrimidinyl, 
3-pyridazinyl, 4-pyridazinyl, and 13,5-triazin-2-yl, wherein a carbon adjacent 

to the carbon at the point of attachment is optionally substituted by R , the 

25 other carbon adjacent to the carbon at the point of attachment is optionally 

13 9 
substituted by R , a carbon adjacent to R and two atoms from the carbon at 

the point of attachment is optionally substituted by R^, a carbon adjacent to 
13 

R and two atoms from the carbon at the point of attachment is optionally 
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substituted by R 12 , and any carbon adjacent to both R*° and R 12 is optionally 
substituted by R 11 ; 

R , R , and R* are independently selected from the group consisting 

of hydrido, amidino, guanidinp, carboxy, methyl, ethyl, propyl, isopropyl, 
5 methoxy, ethpxy, isopropoxy, propoxy, hydroxy, amino, N-methylamino, 
N,N-dimetbylamino, N-ethylamino, methylthio, ethylthip, isppropylthio, 
trifluoromethyl, pentafluproethyl, 2,2,2-trifluoroethyl, 2,2,333- 
pentafluoropropyl, trifluoromethoxy, 1 , 1 ,2,2-tetrafl uoroetboxy , fluoro, 
chlorp, bromo, methanesulfpnamido, amidpsulfonyl, N-methylamidosulfonyl, 
1 0 N,N-diraethylamidosulfonyl, hydroxymethyl, 1 -hydroxy ethyl, 2- 
hydroxyethyl, 2,2,2-trifluoro-l-hydroxyethyl, amidocarbonyl, N- 
methylamidocarbonyl, N,NH3imethylamidocarbpnyl, and cyano; 
10 12 

R and R are independently selected from the group consisting of 

hydrido, amidino, guanidino, carboxy, carboxy methyl, methyl, ethyl, propyl, 
15 isopropyl, methoxy, ethoxy, isopropoxy, propoxy, hydroxy, amino, 

methoxyamino, ethoxyamino, acetamido, trifluoroacetamido, aminomethyl, 1- 
aminoethyl, 2-aminoethyl, N-methylamino, dimethylamino, N-ethylamino, 
methanesulfonamido, amidosulfonyl, N-methylamidosulfonyl, N,N- 
dimethylamidosulfonyl, hydroxymethyl, 1-hydroxyethyl, 2-hydroxyethyl, 
2 0 2,2,2-trifluoro- 1 -hy droxyethyl, methoxy carbonyl, ethoxycarbonyl , 

amidocarbonyl, N-methylamidocarbonyl, N^-dimethylamidocarbonyl, 
fluoro, chloro, bromp, and cyano; 

Y° is selected from the group consisting of: 

1- Q b ^Q S -2-R 16 -3-R 17 -5-R 18 -6-R 19 benzene, 
25 2.Q b -5-Q S -6-R ,7 -4-R 18 -2-R 19 P yridine, 

S-QW^-R^-S-R^-^R^pyridine, 2-Q b W-3-R 16 -6-R 18 pyraZ i„e, 3- 
Q b -6-Q S -2-R 18 -5-R 18 ^-R 19 pyridazine, 

2- Q t -5<)VR 1 VR 18 p yriinidine,5-Q b -2-Q S -3-R 16 -6-R 19 pyrimidi n e, 
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3^ b -5<> S ^R 16 -2-R 19 tbiophene,2-Q b -5-Q S -3-R 16 -4-R 17 thiophene, 
S-Q^UR^-a-R^furan^-Q^^-a-R^-^R^furan, 

3- QW^R 16 -2-R^ym.Ie,2^3-R 1 V 17 pyr ro le, 

4- Q^2-Q^5-R l9 imidazole,2^ b ^Q^5-R' 7 iinidazole, 
5 3-Q -5-Q -4-R isoxazole, 5-Q v -3-Q -4-R ispxazole, 

2-Q b -5^ S -4-R l6 pyrazoic, 4-Q b -2-Q S -5-R ' 9 thiazole, and 

?-Q b -5-Q S -4-R 17 tbjazole; 

_16 17 18 19 

R , R , R , and R are independently selected from the group 

consisting of hydrido, methyl, ethyl, isopropyl, propyl, carboxy, amidino, 
10 guanidino, methoxy, ethoxy, isopropoxy, propoxy, hydroxy, amino, 

aminomethyl, 1-aminoethyl, 2-aminoethyl, N-methylamino, dimethylamino, 
N-ethylamino, methylthio, ethylthio, isopropylthio, trifluoromethylthio, 
methylsulfinyl, ethylsulfinyl, methylsulfonyl, ethylsulfonyl, trifluoromethy!, 
pentafluoroethyl, 2,2,2-trifluoroethyl, 2.2333-pentafluoropropyl, 
15 trifluoromethoxy, 1,1,2,2-tetrafluoroethoxy, fluoro, chloro, bromo, 
amidosulfonyl, N-methylamidosulfonyl, N,N-dimethylamidosulfonyl, 
hydroxymethyl, 1-hydroxyethyl, 2-bydroxyethyl, 2,2,2-trifluoro-l- 
hydroxyethyl, and cyano; 

_ 16 19 b 

R andR are optionally Q with the proviso that no more than one of 
20 R 16 and R 19 is Q b at the same time and that Q b is Q 1 *; 

Q b is selected from the group consisting of NR^R 21 , Q be , wherein Q be 
is hydrido, QNR^NR^R 24 , and NfR^CCNR^NCR^XR 24 ). with the 
provisos that no more than one of R 2 ° and R 21 is hydroxy at the same time and 
that no more than one of R 23 and R 24 is hydroxy at the same time; 



232 



0 JJIJOH^M! 



..y ^ nun ™: n ?» 



WO 00/69832 PCT/DS00/09806 
_ 20 21 _23 24 25 ■ 26 

R , R , R , R , R , and R are independently selected from the 

group consisting of hydrido, methyl, ethyl, propyl, butyl, isopropyl, and hydroxy; 
s 

Q is selected from the group consisting of a single covalent bond, 
CH 2 , and CH 2 CH 2 . 

5 

19. The compound as recited in Claim 18 or a pharmaceutical^ acceptable salt 
thereof, wherein; 

B is selected from the group consisting of hydrido,ethyI, 2-propenyl, 
2-propynyl, propyl, isopropyl, butyl, 2-butyl, (R)-2-butyl,(S)-2-butyl, tert- 

10 butyl, isobutyl, 1-peqtyl, 3-pentyl, 2-methyIbutyl, 2,2,2-trifluoroethyl, 6- 
amidocarbonylhexyl, 4-methyl-2-pentyj, 3-hydrpxypropyl, 3-methoxy-2- 
propyl, 2-methoxyethyl, 2~methyl-2-butyl, 3-methyl-2-butyl, 2- 
dimethylaminopropyl, 2-cyanoethyl, 6-hydroxyhexyl, 2-hydroxyethyl, 2- 
amidinoethyl, 2-guanidinoethyl, 3-guanidinopropyl, 4-guanidinobutyl, 3- 

15 hydroxypropyl, 4~hydroxybutyl, 6-cyanohexyl, 2-dimethylaminoethyl, 3- 
methylbutyl, 2-methylbutyl; (S)-2-methylbutyl, 3-aminopropyl, 2-hexyl, and 
4-aminobutyl; 

A is selected from the group consisting of single covalent bond,CH 2 , 

NHC(O), CH 2 CH 2 , CH 2 CH 2 CH 2 , and CH 3 GHCH 2 ; 

20 M is selected from the group consisting of N and R*-C; 

R 1 is selected from the group consisting of hydrido, hydroxy, amino, 
amidino, hydroxyamino, aminomethyl, methylamino, cyano, methyl, 
trifluorometbyl, methoxy, hydroxy methyl, methoxyamino, methylthio, 
trifluoromethoxy , fluoro, and chloro; 

25 R 2 isZ°-Q; 

Z° is selected from the group consisting of a covalent single bond, O, 

S, NH, and CH 2 ; 

Q is selected from the group consisting of 5-amino-3- 
amidocarbonylphenyl, Samino-2-fluorophenyl, 3-amino-5- 
3 0 hydroxymethylphenyl, 5-amino-3-methoxycarbonylphenyl, 3-amidinophenyl, 
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3-amino-2-methylphenyl, 5-amino-2-methylthiophenyl, 3-aminophenyl, 
benzyl, 3-carboxyphenyl, 3-carhoxy-5-3minophenyl, 3-carboxy-5- 
hydroxyphenyl, 3Hcarhoxymethyl-5-aminophenyl, 3-carboxymethyl-S- 
hydroxyphenyl, 3-carboxymethylphenyl, 3-chlorophenyl, 2-chlorophenyl, 
5 2,6-dichloropbenyl, 3-cyanophenyl, 3-dimethylaminophenyl, 2-fluorophenyl, 
3-fluprophenyl, 2,5-difluorophenyl, 2-bydroxyphenyl, 3-bydroxyphenyl, 3- 
methanesulfonylaminophenyl, 2-methoxyphenyl, 3-methoxyphenyl, 3- 
methoxyaminophenyl, 3-methoxycarbonylphenyl, 2-methylaminophenyl, 3- 
methyl^minophenyl, 2-methylpbenyi, 3-methylphenyl,4-methylphenyl, 
1 0 phenyl, 3-trifluoioacetamidophenyl, 3-trifluoromethylphenyl , 2- 

trifluoromethylphenyl, 5-amino-2-thienyl, 5-amino-3-thienyl, 3-bromo-2- 
thienyl, 3-pyridyl, 4-pyridyl, 2-thienyl, and 3-thienyl; 
Y° is selected from the group consisting of: 

l,Q b ^Q S -2-R l6 -3-R i7 -5-R 18 -6-R 19 benzene 1 

15 2-Q b .5-Q S -6-R 17 ^R 18 -2-R' 9 pyndine t 

^b ^ 5; 16 ^ 18 " 19 

3-Q -6-Q -2-R -5-R -4-R pyridine, 

3-Q b -5-Q S -4-R 16 -2-R 19 thiophene, and 2-Q b -5-Q S -3-R 16 -4-R 17 thiophene; 

hydrido, amidino, amino, aminomethyl, methoxy, methylamino, hydroxy, 
2 0 hydroxy methyl, fluoro, chloro, and cyano; 

R^ and R* 9 are optionally Q b with the proviso that no more than one 

of R 16 and R 19 is Q b at the same time and that Q b is Q be ; 

R I7 andR 18 M .i„d e p«»de M ., S e 1 ec 1 « l from«he 8 ro 0 po mSis d ng o f 
hydrido, fluoro, chloro, hydroxy, hydroxymethyl, amino, carboxy, and cyano; 

25 Q b is selected from the group consisting of wherein Q bc is hydrido 

25 23 24 
and C(NR )NR R ; 

23 24 25 

R , R , and R are independently selected from the group consisting of 
hydrido and methyl; 
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Q S isCH 2 . 

20. The compound as recited in Claim 17 having the Foimula: 

,2 




O 



5 or a pharmaceutical^ acceptable salt thereof, wherein; 

B is selected from the group consisting of hydrido, C2-C8 alkyl C3- 
C8 alkenyl, C3-C8 alkynyl, and C2-C8 haloalkyl, wherein each member of 
group B , S optionally substituted at any carbon up to and including 6 atoms 
from the point of attachment of B to A with one or more of the group 
10 consisting of R 32 ,R 33 R 34 , R 35 , and R 36 ; 

R 32 R 33 34 35 36 

,k ,k ,R ,andR are independently selected from the 

group consisting of hydrido, acetamido, haloacetamido, amidino, guanidino, 
alkoxy, hydroxy, amino, alkoxyamino, lower alkylamino, alkylthio 
amidosulfonyl, monoalkyl amidosulfonyl, dialkyl amidosulfonyl, alkyl, halo 
15 ha ^M,baloalkoxy^ ' 

cyano, and Q b ; 

A is selected from the group consisting of single covalent bond and 
(CH(R ))pa-(W JrrWhereinrrisanintegerselectedfromOthroughl.pais 
an integer selected from 0 through 3, and W ? is N(R 7 ); 

20 R isselectedfromthegroupconsistingofhydridoandalkyl; 

15. 

IS 56160166 from 8 rou P consisting of hydrido, halo, alkyl, and 

haloalkyl; 

M is selected from the group consisting of N and r'-C; 
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R 1 is selected from the group consisting of hydrido, hydroxy, 
hydroxyamino, amidino, amino, cyano, hydroxyalkyl, alkoxy, alkyl, 
alkylamino, aminoalkyl, alkylthio, alkoxyamino, haloalkyl, haloalkoxy, and 
halo; 

5 R 2 isZ°-Q; 

Z° is a covalent single bond; 

Q is selected from the group consisting of aryl and heteroaryl wherein a 
carbon adjacent to the carbon at the point of attachment is optionally substituted 
by R , the other carbon adjacent to the carbon at the point of attachment is 
10 optionally substituted by R 13 , a carbon adjacent to R 9 and two atoms from the 
carbon at the point of attachment is optionally substituted by R l °, a carbon 
adjacent to R 13 and two atoms from the carbon at the point of attachment is 
optionally substituted by R 12 , and any carbon adjacent to both R 10 and R 12 is 
optionally substituted by R 1 1 ; 



15 



R , R , and R 13 are independently selected from the group 



consisting of hydrido, hydroxy, amino, amidino, guanidino, lower 
alkylamino, alkylthio, alkoxy, alkylsulfinyl, alkylsulfonyl, amidosulfonyl, 
monoalkylamidosulfonyl, alkyl, halo, haloalkyl, haloalkoxy, hydroxyalkyl, 
carboxy, carboxamido, and cyano; 

20 R 10 and R 12 are independently selected from the group consisting of 

hydrido, acetamido.haloacetamido, amidino, guanidino, alkyl, alkoxy, 
alkoxyamino, aminoalkyl, hydroxy, amino, lower alkylamino, 
alkylsulfonamido, amidosulfonyl, monoalkyl amidosulfonyl, dialkyl 
amidosulfonyl, hydroxyalkyl, aminoalkyl, halo, haloalkyl, carboalkoxy, 
25 carboxy, carboxyamido, carboxyalkyl, and cyano; 
Y° is formula (IV): 
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Sfs * t 

wherein D , D , J , and J are independently selected from the group 
consisting of C, N, O. S and a covalent bond with the provisos that no more 
than one is a covalent bond. K 2 is C, no more than one of D 6 , J 5 , and J 6 
5 is O, no more than one of D 5 , D 6 , J 5 , and J 6 is S, one of D 5 , D 6 , J 5 , and J 6 
must be a covalent bond when two of D 5 , D 6 , J 5 , and J 6 are O and S. and no 
more than four of D 5 , D 6 , J 5 , and J 6 are N; 

R 16 R 17 18 19 . 

* ' K ' andR independently selected from the group 

consisting of hydrido, amidino, guanidino, carboxy, haloalkylthio, alkoxy 
10 hydroxy, amino, lower alkylamino, alkylthio, alkylsulfinyl, alkylsulfonyl 
alkanoyl, haloalkanoyl, alkyl, halo, haloalkyl, haloalkoxy, hydroxyalkyl, 
aminoalkyl, and cyano; 

R 16 and R 19 are optionally Q b with the proviso that no more than one of 
R and R 19 is Q b at the same time and that Q b is Q be ; 
15 Q b is selected from the group consisting of NR^R 21 , Q be wherc i„ Q be is 

hydrido, NCR^NR^R^KR 24 ), and QNR^NrV 4 ; 

R 20 21 23 24 D 25 26 

,k ,K ,K ,andR are independently selected from the 

group consisting of hydrido and alkyl; 
Q S isCH 2 . 

20 
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21. The compound as recited in Claim 17 or a pharmaceutically acceptable salt 
thereof, wherein; 

B is selected from the group consisting of hydrido, thy], 2-propenyl, 

2- propynyI, propyl, isopropyl, butyj, 2-butenyj, 2-butynyl, sec-butyl, ten- 
5 butyl, isobutyl, 2-methylpropenyl, J-pentyl, 2-pentenyl, 3-pentenyl, 2- 

pentynyl. 3-pentynyl, 2-pentyl, 3-pentyl, 2-methylbutyl, 2-methyI-2-butenyl. 

3- methylbutyI, 3-methyl-2-butenyl, 1-hexyl, 2-bexenyl, 3-hexenyl, 4-hexenyl, 

2- hexynyl,3-hexynyl, 4-bexynyl, 2-hexyl, l-methyl-2-pentenyl, l-methyI-3- 
pentenyl, J-methyl-2-pentynyl, l-methyl-3-pentynyI, 3-hexyj, l-ethyl-2- 
butenyl, 1-heptyl, 2-heptenyl, 3-heptenyl, 4-heptenyl, 5-heptenyl. 2-heptynyl, 

3- beptynyl, 4-heptynyl, 5-heptynyl, 2-beptyl, l-methyl-2-hexenyl, 1-methyl- 
3-hexenyI, l-methyl-4-hexenyl, l-methyI-2-hexynyl, l-methyl-3-hexynyl, 1- 
methyl^-hexynyl,3-heptyl, l-ethyl-2-pentenyl ? l-ethyl-3-penteny!, l-ethyl-2- 
pentyny!, l-ethyI-3-pentynyl, 2,2,2-trifluoroethyl, 2,2-difluoropropyl, 4- 
trifluoromethyl-5^trifluoropentyl, 4-trifluoromethylpentyl, 5,5,6,6,6- 
pentafluorohexyl, and 3,33-trifluoropropyl, wherein each member of group B 
is optionally substituted at any carbon up to and including 5 atoms from the 
point of attachment of B to A with one or more of the group consisting of R 32 , 

R 33 P 34 u 35 a o 3 <> 
R . R , R , and R ; 

20 D 32 D 33 D 34 n 35 , « 3 6 

,K - K «R -andR are independently selected from the 
group consisting of hydrido, amidino, guanidino, methyl, ethyl, methoxy, 
ethoxy, hydroxy, amino, N-methylamino, dimethylamino, methylthio, 
ethylthio, trifluoromethyl, pentafluoroethyl, 2,2,2-trifluoroethyl, fluoro, 
chloro, bromo, amidosulfonyl, N-methylamidosulfonyl,hydroxymethyl, 
2 5 amidocarbonyl, carboxy, cyano, and Q b ; 

A is selected from the group consisting of single covalent bond, NH, 
N(CH 3 ), CH 2 , CH 3 CH, and CH 2 CH 2 ; 

A is optionally selected from the group consisting of CH 2 N(CH 3 ), 

CH 2 N(CH 2 CH 3 ), CH 2 CH 2 N(CH 3 ), and CH 2 CH 2 N(CH 2 CH 3 ) with the 
30 proviso that B is hydrido; 
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M is selected from the group consisting of N and R 1 ^; 

R 1 is selected from the group consisting of hydrido, hydroxy, amino 
amidmo. hydroxyamino, aminomethyl, methylamino, cyano, methyl 
trifluoromethyl, methoxy, hydroxymethyl, methoxyamino, methylthio, 
5 tnfluororaetboxy, fluoro, and chloro; 

R 2 is selected from the group consisting of phenyl, 2-thienyl. 2-furyl 
2-pyrrolyl, 2-imidazolyl, 2-thiazolyl, 3-isoxazolyl, 2-pyridyl, and 3-pyridyl ' 
wherein a carbon adjacent to the carbon at the point of attachment is optionally 
substituted by R 9 , the other carbon adjacent to the carbon at the point of 
10 attachment is optionally substituted by R 13 , a carbon adjacent to R 9 and two 
atoms from the carbon at the point of attachment is optionally substituted by 
' 3 carbon ad jacent to R and two atoms from the carbon at the point of 
attachment is optionally substituted by R 1? , and any carbon adjacent to both 



d 10 JD 12. n 
k and R is optionally substituted by R ; 



15 



R , R 1 1 , and R 13 are independently selected from the group consisting 
of hydrido, methyl, ethyl, methoxy, ethoxy, hydroxy, amino, N-methylamino 
N,N-dimethylamino, methylthio, trifluoromethyl, pentafluoroethyl 2 2,2- 
trifluoroethyl, fluoro, chloro, bromo, amidosulfonyl, N-methylamidosulfonyl 
N.N-dimethylamidosulfonyl, hydroxymethyl, 1-hydroxyethyl, amidocarbonyl' 
20 N-methylamidocarbonyl, carboxy, and cyano- 
10 12 

311(111 ^independently selected from the group consisting of 
hydrido, amidino, amidocarbonyl, N-methylamidocarbonyl, guanidino 
methyl, ethyl, methoxy, ethoxy, hydroxy, hydroxymethyl, l-hydroxyeihyl 2- 
hydroxyethyl, carboxy, carboxymethyl, amino, acetamido, trifluoromethyl 
25 pentafluoroethyl, 2,2,2-trifluoroethyl, trifluoroacetamido. aminomethyl N- 
methylamino, dimethylamino, amidosulfonyl, N-methylamidosulfonyl N N- 
dimethylamidosulfonyl, methoxycarbonyl, fluoro, chloro, bromo, and cyano; 
Y is selected from the group consisting of: 
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Vole, 2-QW-3-R 1 V R J W, 
5 4-Q b .2-Q S -5-R ,9 thiazoIe, and^-SQ^R 17 ^. 

R 16 R i? P* 8 

' * K • and R are independently selected from the group 
consisting of hydrido, methyl, ethyl, amidino, guanidino, methoxy, hydroxy 
amino, aminometbyl, 1-aminoethyl, 2-aminoethyl, N-methylamino 
dimethylamino, methylthio, ethylthio, trifluoromethylthio, methylsulfinyl, 
10 maliqrMliDnyi, triflpowineiiiyl. pentrflwroilvl. 2»irifl Q o ro etf v i 
tnfluoromethoxy, fluoro, chloro, amidosulfonyl, N-methylamidosulfonyl 
hydroxymethyl, carboxy, and cyano. 

Q b is selected from the group consisting of NR 2 °R 21 , 

QNR^NR^R 24 , and Nra^aNR^NrR^VP 2 ^ 

VR a-i«k )N(R )(R ). with the proviso that 

15 saidQ group is bonded direcdy to a carbon atom; 

R 20 R 21 R 23 R 24 p 25 A D 26 

• >* .K ,R ,andR are independenUy selected from the 

group consisting of hydrido, methyl, and ethyl; 
Q S isCH 2 . 



20 i*::^ 

B is selected from the group consisting of hydrido,ethyl, 2-propeny] 
2-propynyl, propyl, isopropyl, butyl, 2-butyl, <R)-2-butyl,(S)-2-butyl ten- 
butyl, .sobutyl, 1-pentyl, 3-pentyl. 2-methy, butyl, 2,2.2-trifluoroethyl,' 6- 

propyl. 2-methoxyethyl, 2-methyl-2-butyl, 3-methyl-2-butyl 2- 
d.methylanunopro P y,, 2-cyanoethyl, 6-hydroxyhexyl, 2-hydroxyethyl, 2- 
anudmoethyl, 2-guanidinoethyl, 3-guanidinopropyl, 4-guanidinobutyl 3- 
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hydroxypropyl, 4-hydroxybutyl, 6-cyanohexyl, 2-dimethyIaminoethyl, 3- 
methylbutyl, 2-methylbutyl, (S)-2-methyl butyl, 3-aminopropyl, 2-hexyl, and 
4-aminobutyl; 

A is selected from the group consisting of single covalent bond, CH 2 . 
5 CH 3 CH, and CH 2 CH 2 ; 

M is selected from the group consisting of N and r'-C; 

R 1 is selected from the group consisting of hydrido, hydroxy, amino, 
methyl, trifluoromethyl, fluoro, and chlpro; 
2 

R is selected from the group consisting of 5-amino-3- 
10 amidocarbonylphenyl, 5-aminc~2-fluorophenyl, 3-aminp-5- 

hydroxymethylphenyl, 5-amino-3-methoxycarbonylphenyJ, 3-amidinophenyl, 
3-amino-2-methylphenyl, 5-amino-2-methylthiophenyl, 3-aminophenyl, 
benzyl, 3-carboxyphenyl, 3-carboxy-5-aminophenyl, 3-carboxy-5- 
faydroxyphenyl, 3-carboxymethyl-5-aminophenyl, 3-carboxymethyl-5- 

15 hydroxyphenyl, 3-carboxymethylphenyl, 3-cblorophenyI, 2-chlorophenyl, 
2,6-dichlorophenyl, 3-cyanophenyl, 3-dimethylaminophenyl, 2-fluorophenyI, 
3-fluorophenyl, 2,5-difluorophenyl, 2-hydroxy phenyl, 3-hydroxy phenyl, 3- 
methanesulfonylaminophenyl, 2-methoxypheny}, 3-methoxyphenyl, 3- 
methoxyaminophenyl, 3-methoxycarbonylphenyl, 2-methylaminophenyl, 3- 

2 0 methylaminophenyl, 2-methylphenyl, 3-methylphenyl, 4-methylpfaenyl, 
phenyl, 3-trifluoroacetamidophenyl, 3-trifluoromethylphenyl, 2- 
trifluoromethylphenyl, 5-amino-2-thienyl, Samino-3-thienyl, 3-bromo-2- 
thienyl, 3-pyridyl, 4-pyridyl, 2-thienyl, and 3-thienyl; 

Y is selected from the group consisting of: 
25 l-QW-2-R 16 -3-R 17 -5-R 18 -6-R 19 benzene, 

2- Q b .SQ S .6-R 17 -4-R 18 -2-R I9 pyridine, 

3- Q b -6-Q S -2-R 16 -5-R 18 -4-R 19 pyridine, 

3-Q W-4-R 16 - 2-R 19 thiophene, and 2-QW-3-R 1 VR^thiophene; 
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D 16 19 

3,1(1 R are independently selected from the group consisting of 

hydrido, amidino, amino, aminomethyl, methoxy, methylamino, hydroxy, 
hydroxymethyl, fluoro, chloro, and cyano; 

R and R 19 are optionally Q b with the proviso that no more than one 

5 of R 16 and R 19 is at the same time and that Q b is Q be ; 
17 18 

R and R are independently selected from the group consisting of 
hydrido, fluoro, chloro, hydroxy, hydroxymethyl, amino, carboxy, and cyano; 
Q is selected from the group consisting of Q 1 * wherein Q bc is hydrido 



10 



andQNR^NR^R 24 ; 

23 24 25 

R ,R , andR are independently selected from the group consisting of 
hydrido and methyl; 

Q S isCH 2 . 



23. The compound as recited in Claim 22 or a pharmaceutically acceptable salt 
5 thereof, wherein; 

B is selected from the group consisting of hydrido,ethyl, 2-propenyl. 
2-propynyI, propyl, isopropyl, butyl, 2-butyl, (R)-2-butyl,(S)-2-butyI, tert- 
butyl, isobutyl, 1-pentyl, 3-pentyl, 2-methyl butyl, 2,2,2-trifluoroethyl, 6- 
amidocarbonylhexyl, 4-methyl-2-pentyl, 3-hydroxypropyl, 3-methoxy-2- 
propyl, 2-methoxyethyl, 2-methyl-2-butyl, 3-methyl-2-butyl, 2- 
dimethylaminopropyl, 2-cyanoethyl, 6-hydroxyhexyl, 2-hydroxyethyl, 2- 
amidinoethyl, 2-guanidinoetbyl, 3-guanidinopropyl, 4-guanidinobutyl, 3- 
hydroxypropyl, 4-hydroxybutyl, 6-cyanohexyl, 2-dimethylaminoethyl, 3- 
methylbutyl, 2-methylbutyl, (S)-2-methylbutyl, 3-aminopropyl, 2-hexyl, and 
4-aminobutyl; 

A is selected from the group consisting of single covalent bond, CH 2 , 
CH 3 CH, and CH 2 CH 2 ; 

M is selected from the group consisting of N and R*-C; 
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R 1 is selected from the group consisting of faydrido, fluoro, and 

chloro; 

2 

R is selected from the group consisting of Saraino-2-fluorophenyl, 3- 
amino-2-methylpbenyl, Sanuno-2-meraylthiophenyl, 3-aminophenyl. 3- 
5 carboxyphenyl, 3-cyanopbenyl, 3-methoxycvbonylpbenyl, phenyl, and 3- 
pyridyl; 

Y° is selected from the group consisting of 5-amidino-2-thienylmethyl , 
4-amidinobenzyl, 2-fluortM-amidinobenzyl, and 3-fluoro^-amidinobenzyl. 

10 24. A compound as recited in Claim 1 7 where said compound is selected from 
the group having the Formula: 




R 2 is 3-aminophenyl, B is 2,2,2-trifluoroethyl, A is single bond, Y° is 4- 



2 

R is 3-aminophenyl, B is (S)-2-butyl, A is single bond, Y° is 4- 



2 

R is S-amino-2-fluorophenyl, B is isopropyl, A is single bond, Y° is 4- 



¥ J ^ 1 

o 

or a pharmaceutical^ acceptable salt thereof, wherein: 
R 2 is 3-aminophenyl, 
15 amidinobenzyl, and M is CH; 

R is 3-aminophenyl, 

amidinobenzyl, and M is CH; 
2 

R is 5-amino-2-fluoi 
amidinobenzyl, and M is CH; 

20 R 2 is 2-methyl-3-aminophenyl, B is isopropyl, A is single bond, Y° is 4- 

amidinobenzyl, and M is CH; 

R 2 is 3-aminophenyl, B is ethyl, A is single bond, Y° is 4-amidinobenzyl, 
and M is CH; 

R 2 is 3-aminophenyl, B is ethyl, A is single bond, Y° is 4-amidino-2- 
25 fluorobenzyl, and M is CH; 
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2 

R is 3-aminophenyl, B is 2-pn>penyl t A is single bond, Y° is 4- 
amidinobenzyl, and M is CH; 

R is 3-aininophenyl, B is isopropyl, A is single bond, Y° is 4-amidino-2- 
fluorobenzyl, and M is CH; 
2 

5 R is 3-aminophenyl, B is isopropyl, A is single bond, Y° is 4- 

amidinobenzyl, and M is CH; 

R 2 is 3-aminophenyl, B is 2-butyl, A is single bond, Y° is4- 
amidinobenzyl, and M is CH; 

R 2 is 3-aminophenyl, B is (R)-2-butyl, A is single bond. Y° is 4- 
1 0 amidinobenzyl, and M is CH; 

R is 3-aminophenyl, B is 2-propynyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is CH; 
2 

R Is 3-aminophenyl, Bis 3-pentyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is CH; 

15 R? i s 3-aminophenyJ, B is hydrido, A is CH 2 , Y° is 4-amidinobenzyl, and 

MisCH; 

R 2 is 3-aminophenyl, B is ethyl, A is CH ? . Y° is 4-amidinobenzyl, and M 

isCH; 

R 2 is 3-aminophenyl, B is 2-methypropyl, A is single bond, Y° is 4- 
2 0 amidinobenzyl, and M is CH; 

R 2 is 3-aminophenyl, B is 2-propyl, A is CH 3 CH, Y° is 4-amidinobenzyl, 
and M is CH; 
2 

R is 3-aminophenyl, B is propyl, A is single bond, Y° is 4-amidino-2- 
fluorobenzyl, and M is CH; 

25 R 2 is 3-aminophenyl, B is 6-amidocarbonylhexyl, A is single bond, Y° is 

4-amidinobenzyl, and M is CH; 
2 

R is 3-aminophenyl, B is tert-butyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is CH; 
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R is 3-aminophenyJ, B is tert-butyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is CH; 

R is 3-aminophenyl, B is 3-bydroxypropyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is CH; 

5 R 2 is 3-aminophenyl, B is 2-methylpropyI, A is single bond, Y° is 4- 

amidino-2-nuorobenzyl, and M is CH; 
2 

R is 3-aminophenyl, B is butyl, A is single bond, Y° is 4-amidinobenzyl, 
andMisCH; 
2 

R is 3-aminophenyl, B is 3-methoxy-2-propyl, A is single bond, Y° is 4- 
1 0 amidinobenzyl, and M is CH; 
2 

R is 3-aminophenyl, B is 3-methoxy-2-propyI, A is single bond, Y° is 4- 
amidinobenzyl. and M is CH; 
2 

R is 3-aminophenyl, B is 2-methoxy-2-ethyl, A is single bond, Y° is 4- 
amidinobenzy], and M is CH; 
2 

15 R is 3-aminophenyl, B is 2-propyl, A is single bond, Y° is 5-amidino-2- 

thienylmethyl, and M is CH; 
2 

R is 3-aminophenyl, B is 2-propyl, A is single bond, Y° is 4-amidino-3- 
fluorobenzyl, and M is CH; 

R 2 is 3-carboxyphenyl, B is 2-propyl, A is single bond, Y° is 4- 
20 amidinobenzyl, and M is CH; 

R 2 is 3-aminophenyl, B is 2-propyl, A is single bond, Y° is 4-amidino-3- 
fluorobenzyl, and M is CH; 
2 

R is 3-aminophenyl, B is 2,2,2-trifluoroethyI, A is single bond, Y° is 4- 
amidinobenzyl, and M is N; 

25 R is 3.aminophenyl, B is (S)-2-butyl t A is single bond, Y° is 4- 

amidinobenzyl, and M is N; 
2 

R is 5-amino-2-nuorophenyl, B is isopropyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is N; 
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R is 2-methyl-3-aminophenyl, B is isopropyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is N; 

R is 3-aminophenyl, B is ethyl t A is single bond, Y° is 4-amidinobenzyl, 
and M is N; 

5 R? is 3-aminophenyl, B is ethyl, A is single bond, Y q is 4-amidino-2- 

fluorobenzyl, and M is N; 

R ? is 3-aminophenyl, B is 2-propenyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is isopropyl, A is single bond, Y° is 4-amidino-2- 
1 0 fluorobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is isopropyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is N; 

R 2 is 3-aminophenyl, B is 2-butyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is N; 

15 R is3-aininophenyl,Bis(R).2-butyl,Aissinglebond, Y°is4- 

amidinobenzyl, and M is N; 

R 2 is 3-aminophenyl, B is 2-propynyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is N; 

R is 3-aminophenyl, B is 3-pentyl, A is single bond, Y° is 4- 
2 0 amidinobenzyl, and M is N; 

R 2 is 3-aminophenyl, B is hydrido, A is CHj, Y° is 4-amidinobenzyl, and 

Mis N; 

R is 3-aminophenyl, B is ethyl, A is CH 2 , Y° is 4-amidinobenzyl, and M 

is N; 

2 

25 R is 3-aminophenyl, B is 2-methypropyl, A is single bond, Y° is 4- 

amidinobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is 2-propyl, A is CH 3 CH, Y° is 4-amidinobenzyl, 
and M is N; 
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R is 3-aminophenyl, B is propyl, A is single bond, Y° is 4-amidino-2- 
fluorobenzyl, and M is N; 

R is 3-aminophenyl, B is 6-amidocarbonylhexyl, A is single bond, Y° is 
4-amidinobenzyl, and M is N; 

5 R is 3-aminophenyl, B is tert-butyl, A is single bond, Y° is 4- 

amidinobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is tert-butyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is 3-hydioxypropyl, A is single bond, Y° is 4- 
1 0 amidinobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is 2-methylpropyi, A is single bond, Y° is 4- 
amidino-2-fluorobenzyl, and M is N; 

R 2 is 3-aminophenyl, B is butyl, A is single bond, Y° is 4-amidinobenzyl, 
and M is N; 
2 

15 R is 3-aminophenyl, B is 3-methoxy-2-propyl, A is single bond, Y° is 4- 

amidinobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is 3-methoxy-2-propyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is 2-methoxy-2-ethyl, A is single bond, Y° is 4- 
2 0 amidinobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is 2-propyl, A is single bond, Y° is 5-amidino-2- 
thienylmethyl, and M is N; 

R 2 is 3-aminophenyl, B is 2-propyl, A is single bond, Y° is 4-amidino-3- 
fluorobenzyl, and M is N; 
2 

25 R is 3-carboxyphenyl, Bis 2-propyl, A is single bond, Y° is 4- 

amidinobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is 2-propyl, A is single bond, Y° is 4-amidino-3- 
fluorobenzyl, and MisCH. 
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25. The compound as recited in Claim 2 having the Formula: 

>2 




^- A \ A J< 

B "try 

o 

or a pharmaceutically acceptable salt thereof, wherein; 

5 Bis selected from the group consisting of C3-C7 cycloalkyl and C4 

saturated heterocyclyl, wherein each ring carbon is optionally substituted with 
_33 

■ * nn 8 carbon o*er than the ring carbon at the point of attachment of B to 
A is optionally substituted with oxo provided that no more than one ring carbon 
is substituted by oxo at the same time, ring carbon sand a nitrogen adjacent to 
10 the carbon atom at the point of attachment is optionally substituted with R 9 or 

> an ng carbon or nitrogen adjacent to the R position and two atoms from 

the point of attachment is optionally substituted with R 10 , a ring carbon or 

13 

nitrogen adjacent to the R position and two atoms from the point of 

attachment is optionally substituted with R 12 , a ring carbon three atoms from 

15 the point of attachment and adjacent to the R 10 position is optionally 

substituted with R 1 \ a ring carbon three atoms from the point of attachment 
12 

and adjacent to the R position is optionally substituted with R 33 , and a ring 

carbon atoms from the point of attachment and adjacent to the R 1 1 and R 33 

positions is optionally substituted with R 34 ; 
9 11 13 

20 R , R , and R are independently selected from the group 

consisting of hydrido, hydroxy, amino, amidino, guanidino, lower 
alkylamino, alkylthio, alkylsulfonamido, alkylsulfmyl, alkylsulfonyl, 
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amidosulfonyl, monoalkyl amidosulfonyl, alkyl, alkoxy, halo, haloalkyl, 
haloalkoxy, hydroxyalkyl, carboxy, carboxamido, and cyano; 

R andR are independently selected from the group consisting of 
hydrido, acetamido, haloacetamido, amidino, guanidino, alkyl, alkoxy. 
5 hydroxy, amino, alkoxyamino, lower alkylamino, alkylsulfonamido. 
amidosulfonyl, monoalkyl amidosulfonyl, dialkyl amidosulfonyl, 
hydroxyalkyl, aminoalkyl, carboalkoxy, carboxy, carboxyalky), ' 
amidocarbonyl, halo, haloalkyl, and cyano; 
33 34 

R andR are independently selected from the group consisting of 
10 hydrido, acetamido, haloacetamido, amidino, guanidino, alkoxy, hydroxy, 
amino, alkoxyamino, lower alkylamino, alkylthjo, amidosulfonyl, monoalkyl 
amidosulfonyl, dialkyl amidosulfonyl, alkyl, halo, haloalkyl, haloalkoxy, 
hydroxyalkyl, carboalkoxy, carboxy, carboxamido, cyano, and Q b ; 

A is selected from the group consisting of single covalent bond and 
15 7 

15 (CH(R )) pa -(W )„ wherein rr is an integer selected from 0 through 1 , pa is 
an integer selected from 0 through 3, and W 7 is selected from the group 

consisting of (R 7 )NC(0) and N(R 7 ); 
7. 

R is selected from the group consisting of hydrido, hydroxy and alkyl; 

R is selected from the group consisting of hydrido, halo, alkyl, and 
20 haloalkyl; 

M is selected from the group consisting of N and r'-C; 

R 1 is selected from the group consisting of hydrido, hydroxy, 
hydroxyamino, amidino, amino, cyano, hydroxyalkyl, alkoxy, alkyl, 
alkylamino, aminoalkyl, alkylthio, alkoxyamino, haloalkyl, haloalkoxy, and 
25 halo; R 2 is Z°-Q; 

Z° is selected from the group consisting of a covalent single bond, O, 
S.NH,andCH 2 ; 
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Q is selected from the group consisting of aiyl and heteroaryl wherein a 
carbon adjacent to the carbon at the point of attachment is optionally substituted 
by R , the other carbon adjacent to the carbon at the point of attachment is 
optionally substituted by R 13 , a carbon adjacent to R 9 and two atoms from the 

5 carbon at the point of attachment is optionally substituted by R ■ °, a carbon 
13 

adjacent to R and two atoms from the carbon at the point of attachment is 
optionally substituted by R 1 2 , and any carbon adjacent to both R 10 and R 12 is 
optionally substituted by R ' *; 
Y° is formula (IV): 




r16 /dV 2 ^ r19 

10 & (IV) 

wherein D , D , J ' , and J 6 are independendy selected from the group 
consisting of C, N, O, S and a covalent bond with the provisos that no more 
than one is a covalent bond, K 2 is C, no more than one of D 5 , D 6 , J 5 , and J 6 
is O, no more than one of D 5 , D* J 5 , and J 6 is S, one of D 5 , D 6 , J 5 , and J 6 

15 must be a covalent bond when two of D 5 , D 6 , J 5 , and J 6 are O and S, and no 
more than four of D 5 , D\ J 5 , and J 6 are N; 

i? 16 d 17 d 18 19 

' K ' R ' and R are independendy selected from the group 

consisting of hydrido, amidino, guanidino, carboxy, haloalkylthio, alkoxy, 
hydroxy, amino, lower alkylamino, alkylthio, alkylsulfinyl, alkylsulfonyl, 
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alkanoy], haloalkanoyl, alkyl, halo, haloalkyl, haloalkoxy, hydroxyalkyl, 

aminoalkyl, and cyano; 

_16 jr> 19 b 

and R are ptionally Q with the proviso that no more than one 

of R 16 and R 19 is Q b at the same tune and that Q b is Q be ; 

5 Q b is selected from the group consisting of NR 2 °R 21 , Q be wherein Q 1 * is 

25 23 24 

hydrido, and C(NR )NR R , with the provisos that no more than one of R 2 ° 
21 

and R is hydroxy at the same time and that no more than one of R 23 and R 24 is 

hydroxy at the same time; 

o 20 21 23 n 24 25 

K , R » R , R , and R are independently selected from the group 

1 0 consisting of hydrido, alkyl, and hydroxy; 
s 

Q is selected from the group consisting of a single covalent bond, 
CH ? , andCH 2 CH 2 . 

26. The compound as recited in Claim 25 or a pharmaceutically acceptable salt 
15 thereof, wherein; 

B is selected from the group consisting of cyclopropyl, cyclobutyl, 
oxetan-3-yI, azetidin-l-yl, azetidin-2-yl, azetidin-3-yl, thiaetan-3-yl, 
cyclopentyl, cyclohexyl, norbornyl, bicydo[3. 1 .0Jhexan-6-yl, and 

cycloheptyl, wherein each ring carbon is optionally substituted with R 33 , ring 

2 0 carbons and a nitrogen adjacent to the caibon atom at the point of attachment is 

9 13 

optionally substituted with R orR , a ring carbon or nitrogen adjacent to the 

_9 . . 

R position and two atoms from the point of attachment is optionally 
substituted with R l °, and a ring carbon or nitrogen adjacent to the R 13 
position and two atoms from the point of attachment is optionally substituted 
25 with R 12 ; 
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9 11 13 

• . and R are independently selected from the group consisting 
of hydrido, amidino, guanidino, carboxy, methyl, ethyl, propyl, isopropyl, 
methoxy, ethoxy, isopropoxy, propoxy, hydroxy, amino. N-methylamino, 
NJ^-dimethylamino, N-ethylamino, methyitbio, ethylthio, isopropylthio, 
5 trifluoromethyl, pentailuoroethyl, 2,2,2-trifluoroetbyl, 2,233,3- 

pentafluoropropyl, trifluoromethoxy, 1,1,2,2-tetrafluoroethoxy, fluoro, 
chloro, bromo, methanesulfonamido, amidosulfonyl, N-methylamidosulfonyl, 
N,N-dimethylamidosulfonyl, hydroxymethyl, l-hydroxyethyl, 2- 
hydroxyethyl, 2,2,2-trifluoro- l-hydroxyethyl, amidocarbonyl, N- 
10 methylamidocarbonyl, N,N-dimethylamidocarbonyl, and cyano; 
_10 12 

R andR are independently selected from the group consisting of 
hydrido, amidino, guanidino, carboxy, carboxymethyl, methyj, ethyl, propyl, 
isopropy), methoxy, ethoxy, isopropoxy, propoxy, hydroxy, amino, 
methoxyamino, ethoxyamino, acetamido, trifluoroacetamido, aminomethyl, 1- 

15 aminoethyl, 2-arainoethyl, N-methylamino, dimethylamino, N-ethylamino, 
methanesulfonamido, amidosulfonyl, N-methylamidosulfonyl, N,N- 
dimethylamidosulfonyl, hydroxymethyl, l-hydroxyethyl, 2-hydroxyethyl, 
2,2,2-trifluoro-l-hydroxyethyl, methoxycarbonyl, ethoxycarbonyl, 
amidocarbonyl, N-methylamidocarbonyl, N,N-dimethylamidocarbonyl, 

20 fluoro, chloro, bromo, and cyano; 
33 34 

R andR are independently selected from the group consisting of 
hydrido, amidino, guanidino, carboxy, methoxy, ethoxy, isopropoxy, 
propoxy, hydroxy, amino, methoxyamino, ethoxyamino, acetamido, 
trifluoroacetamido, N-methylamino, dimethylamino, N-ethylamino, 

25 methylthio, ethylthio, isopropylthio, trifluoromethyl, pentafluoroethyl, 2^,2- 
trifluoroethyl, 2,2333-pentafluoropropyl, trifluoromethoxy, 1,1,2,2- 
tetrafluoroethoxy, fluoro, chloro, bromo, amidosulfonyl, N- 
methylamidosulfonyl, NN-dimethylamidosuIfonyl, hydroxymethyl, 1- 
hydroxyethyl, 2-hydroxyethyl, 2,2,2-trifluoro- 1 -hydroxyethyl, 

3 0 methoxycarbonyl, ethoxycarbonyl, amidocarbonyl, N-methylamidocarbonyl, 
N^-dimethylamidocarbonyl, cyano, and Q b ; 
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A is selected from the group consisting of single covalent bond, NH, 
N(CH 3 ), N(OH), CH 2 , CH 3 CH, CF3CH, NHC(O), N(CH 3 )C(0), 

C(0)NH, C(0)N(CH 3 ), CH 2 CH 2 , CH 2 CH 2 CH 2 . CH 3 CHCH 2 , and 
CF 3 CHCH 2 ; 

5 M is selected from the group consisting of N and R 1 -C; 

R 1 is selected from the group consisting of hydrido, hydroxy, amino, 
amidino, hydroxyamino, aminomethyl, 1-aminoethyl, methylamino, 
dimethylamino, cyano, methyl, ethyl, trifluoromethyl, pentafluoroethyl, 2,2,2- 
trifluoroethyl, methoxy, hydroxymethyl, 1-hydroxyethyl, 2-hydroxy ethyl, 
L0 methoxyamino, methylthio, ethylthio, trifluoromethoxy, 1,1,2,2- 
tetrafluoroethoxy, fluoro, chloro, and bromo; 

R 2 isZ°-Q; 

Z° is selected from the group consisting of a covalent single bond, 0, 
S, NH,and CH 2 ; 

» Q is selected from the group consisting of phenyl, 2-thienyl, 3-thienyl, 

2- furyl, 3-furyl, 2-pyrrolyl, 3-pynolyl, 2-imidazolyl, 4-imidazolyl, 3- 
pyrazolyl, 4-pyrazolyl, 2-thiazolyl, 3-isoxazolyl, 5-isoxazolyl, 2-pyridyl, 3- 
pyridyl,4-pyridyl, 2-pyrazinyl, 2-pyrimidinyl, 4-pyrimidinyl, 5-pyrimidinyl, 

3- pyridazinyl, 4-pyridazinyl, and 13^-triazin-2-yl, wherein a carbon adjacent 
to the carbon at the point of attachment is optionally substituted by R 9 , the 
other carton adjacent to the carbon at the point of attachment is optionally 
substituted by R , a carbon adjacent to R 9 and two atoms from the carbon at 

the point of attachment is optionally substituted by R 10 , a carbon adjacent to 
13 

and two atoms fro m the carbon at the point of attachment is optionally 
12 

substituted by R , and any carbon adjacent to both R 10 and R 12 is optionally 



substituted byR 11 ; 



Y° is selected from the group consisting of: 
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1- Q b -4-Q S -2-R 16 -3-R 17 -5-R 18 ^R 19 beil zene, 

2- Q b -5-Q S -6-R 17 -4-R 18 -2-R 19 pyridine, 

3- QVQ^2-R 16 -5-R 1 VR 1 Wne,2-QV Q S -3-R 1 VR 18 p yra zine ! 3- 
QW-2-R ,8 -SR 18 ^R 19 py ridazine, 

5 2-Q b -5-Q S -6-R 17 -4-R 18 p yrim idine, 5-Q b .2-Q S -3-R 16 -6-R 19 p y ri m idi„e, 

3^W^R 1 VR 19 thiophe„e,2-Q b -5-Q S -3-R I6 -4-R 17 thiophe„e, 
S-QW^R^^R^furan^-QW-S-R 16 ^ 17 ^, 

^W^r'Vr^W^-qW-s-r 16 ^ 1 ^^, 

4-Q b -2-Q^5-R 19 inudazole,2-Q b ^Q^5-R 17 inuda2ole, 
10 3^ b 5-QUR^isoxa2oIe,5-Q b 3^UR l6 isoxazple, 
2^Q b -5^ S -4-R 16 p yraZ oIe, 4-Q b -2-Q S -5-R 19 thiazole, and 
2-Q -5-Q -4-R 1 thiazole; 

p 16 17 18 19 

' K • K • a nd R are independently selected from the group 

consisting of hydrido, methyl, ethyl, isopropyl, propyl, carboxy, amidino, 
15 guanidino, methoxy, ethoxy, isopropoxy, propoxy, hydroxy, amino, 

aminomethyl, 1-aminoethyl, 2-aminoethyl, N-methylamino, dimethylamino, 
N-ethylamino, methylthio, ethylthio, isopropylthio, trinuoromethylthio, 
methylsulfmyl, ethylsulfinyl, methylsulfonyl, ethylsulfonyl, trifluoromethyl, 
pentafluoroethyl, 2,2,2-trifliioroethyl, 2,2333-pentafluoropropyl, 
20 trifluoromethoxy, 1.1,2,2-tetrafluoroethoxy, fluoro, chloro, bromo, 
amidosulfonyl, N-methylamidosulfonyl, N,N-dimethylamidosulfonyl, 
hydroxymethyl. 1-hydroxyethyl, 2-hydroxy ethyl, 2,2^-trifIuoro-l- 
hydroxyethyl, and cyano; 

16 19 b 
R andR are optionally Q with the proviso that no more than one of 

25 R andR 19 is Q b at the same time and that Q b is Q 1 *; 
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Q b is selected from the group consisting of Q 1 * wherein Q be is hydrido 

andC(NR )NR R , with the proviso that no more than one of R 23 and R 24 is 
hydroxy at the same time; 
„23 24 25 

' R ' ao<J R are independently selected from the group consisting of 

5 hydrido, methyl, ethyl, and hydroxy; 

Q S is selected from the group consisting of a single covalent bond, CH 2 
and CH 2 CH 2 . 

27. The compound as recited in Claim 26 or a pharmaceutical^ acceptable salt 
10 thereof, wherein; 

B is selected from the group consisting of cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl, cycloheptyl, 2-(2R)-bicyclo[2.2.1]-heptyl, oxetan-3- 
yl, azetidin-l-yl, azetidin-2-yl, azetidin-3-yUnd bicyclo[3.1.0]hexan-6-yl; 

A is selected from the group consisting of single covalent bond, CH 2 , 
15 NHC(O), CH 2 CH 2 , and CH 2 CH 2 CH 2 ; 

M is selected from the group consisting of N and R^C; 

R* is selected from the group consisting of hydrido, hydroxy, amino, 
amidino, hydroxyamino, aminomethyl, methylamino, cyano, methyl, 
trifluoromethyl, methoxy, hydroxymethyl, methoxyamino, methylthio, 
2 0 trifluoromethoxy, fluoro, and chloro; 

R 2 isZ°-Q; 

Z° is selected from the group consisting of a covalent single bond, O, 
S, NH, and CH 2 ; 

Q is selected from the group consisting of 5-amino-3- 
25 amidocarbonylphenyl, 5-amino-2-fluorophenyl, 3-amino-S- 

hydroxymethylphenyl, 5-amino-3-methoxycaroonylphenyl, 3-amidinophenyl, 
3-amino-2-methylphenyl, 5-amino-2-methylthiophenyl, 3-aminophenyl, 
benzyl, 3-carboxyphenyl, 3-carboxy-5-aminophenyl, 3-carboxy-5- 
hydroxyphenyl, 3-carboxymethyl-5-aminophenyI, 3-carboxymethyl-5- 
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hydroxyphenyl, 3-cartxjxymethylphenyl, 3-chlorophenyl, 2-chlorophenyl, 
2,6-dichlorophenyl, 3-cyanophenyl, 3-dimethylaminophenyl, 2-fluorophenyl, 
3-fluorophenyl, 2,5-difluorophenyl, 2-hydroxyphenyl, 3-hydroxyphenyl, 3- 
methanesulfonylariunophcnyl, 2-methoxyphenyl, 3-methoxyphenyl, 3- 
5 methoxyaminophenyj, 3-methoxycarbonylphenyl, 2-mefoylaminophenyl , 3- 
methylaminophenyl, 2-methylpbenyl, 3-methylphenyl, 4-methylphenyl, 
phenyl, 3-trifluoroacetBmidophenyl,3-trifluoromethyIphenyl, 2- 
trifluoromethylphenyl, 5-araino-2-thienyl, 5-amino-3-thienyl, 3-bromo-2- 
thienyl, 3-pyridyl, 4-pyridyl, 2-thienyl, and 3-thienyl; 
10 Y° is selected from the group consisting of: 

1- QW-2-R 16 -3-R ,7 -5-R 18 -6-R 19 benzene. 

2- Q b -5-Q S -6-R 17 -4.R 18 -2-R 19 pyridine, 

3- QW-2-R 16 -5-R 18 ^R 19 pyridme, 

3-Q b .5-QUR 16 -2-R 19 thiophene, and 2-Q b -5-Q S -3-R J6 -4-R 17 thiophene; 
_16 ._19 

10 K andR are independently selected from the group consisting of 

hydrido, amidino, amino, aminomethyl, methoxy, methylamino, hydroxy, 
hydroxymethyl, fluoro, chloro, and cyano; 
_ 16 19 b 

**** are optionally Q with the proviso that no more than one 

of R 16 and R 19 is Q b at the same time and that Q b is Q be ; 
D 17 18 

and R are independently selected from the group consisting of 
hydrido, fluoro, chloro, hydroxy, hydroxymethyl, amino, carboxy, and cyano; 

Q is selected from the group consisting of Q 1 * wherein Q 1 * is hydrido 
andQNR^NR^R 24 ; 

D 23 24 25 

« R -andR are independently selected from the group consisting of 
2 5 hydrido and methyl; 

Q S isCH 2 . 
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28. The compound as recited in Claim 25 having the Formula: 

,1 




H 

6 



or a pharmaceutically acceptable salt thereof, wherein; 

B is selected from the group consisting of C3-C7 cycloalkyl and C4 
5 saturated heterocyclyl, wherein each ring carbon is optionally substituted with 
R . a ring carbon other than the ring carbon at the point of attachment of B to 
A is optionally substituted with oxo provided that no more than one ring carbon 
is substituted by oxo at the same time, ring carbons and a nitrogen adjacent to 

the carbon atom at the point of attachment is optionally substituted with R 9 or 
13 

10 R ring carbon or nitrogen adjacent to the R 9 position and two atoms from 
the point of attachment is optionally substituted with R 10 , a ring carbon or 
nitrogen adjacent to the R 13 position and two atoms from the point of 
attachment is optionally substituted with R 1? , a ring carbon three atoms from 
the point of attachment and adjacent to the R 10 position is optionally 
15 substituted with R 11 , a ring carbon three atoms from the point of attachment 
and adjacent to the R 12 position is optionally substituted with R 33 , and a ring 

carbon four atoms from the point of attachment and adjacent to the R 1 1 and 

33 

R positions is optionally substituted with R 34 ; 

R , R , and R 13 are independently selected from the group 
20 consisting of hydrido, hydroxy, amino, amidino, guanidino, lower 
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alkylamino, alkylthio, alkoxy, alkylsulfinyl, alkylsulfonyl, amidosulfonyl, 
monoalkyl amidosulfonyl, alkyl, halo, haloalkyl, haloalkoxy, hydroxyalkyl, 
carboxy, carboxamido, and cyano; 

R 10 and R 1? are independently selected from the group consisting of 
5 hydrido, acetamido, haloacetamido. amidino, guanidino, alkyl, alkoxy. 
alkoxyamino, aminoalkyj, hydroxy, amino, lower alkylamino, 
alkylsulfonamido, amidosulfonyl, monoalkyl amidosulfonyl, dialkyl 
amidosulfonyl, hydroxyalkyl, aminoalkyj, halo, haloalkyl, carboalkoxy, 
carboxy, carboxyalkyl, carboxyamido, and cyano; 
33 34 

10 R and R are independently selected from the group consisting of 

hydrido, amidino, guanidino, alkoxy, hydroxy, amino, alkoxyamino, lower 
Mkylamino, alkylthio, amidosulfonyl, monoalkyl amidosulfonyl, dialkyl 
amidosulfonyl, alkyl, halo, haloalkyl, haloalkoxy, hydroxyalkyl, carboalkoxy, 
carboxy, carboxamido, and cyano; 
33 

15 R is optionally Q b ; 

A is selected from the group consisting of single covalent bond and 
15 7 

(CH(R )) pa -(W ) n wherein rr is an integer selected from 0 through 1, pa is 

an integer selected from 0 through 3, and W ? is N(R 7 ); 

7. 



20 



R is selected from the group consisting of hydrido and alkyl; 

R is selected from the group consisting of hydrido, halo, alkyl, and 
haloalkyl; 

M is selected from the group consisting of N and R ] -C; 

R 1 is selected from the group consisting of hydrido, hydroxy, 
hydroxyamino, amidino, amino, cyano, hydroxyalkyl, alkoxy, alkyl, 
25 alkylamino, aminoalkyl, alkylthio, alkoxyamino, haloalkyl, haloalkoxy, and 
halo; 

R 2 isZ°-Q; 

Z° is a covalent angle bond; 
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Q is selected from the group consisting of aiyl and heteroaryl wherein a 
carbon adjacent to the carbon at the point of attachment is optionally substituted 
by R , th other carbon adjacent to the carbon at the point of attachment is 
optionally substituted by R 13 , a carbon adjacent to R 9 and two atoms from the 
5 carbon at the point of attachment is optionally substituted by R 10 , a carbon 
adjacent to R 13 and two atoms from the carbon at the point of attachment is 
optionally substituted by R 12 , and any carbon adjacent to both R J0 and R 12 is 

optionally substituted by R 1 1 ; 

9 11 13 
R , R , and R are independently selected from the group 

10 consisting of hydride, hydroxy, amino, amidino, guanidino, lower 

alkylamino, alkylthio, alkoxy, alkylsulfinyl, alkylsulfonyj, amidosulfonyl, 
monoalkylamidosulfonyl, alkyl, halo, haloalkyl, haloalkoxy, hydroxyalkyl, 
carboxy, carboxamido, and cyano; 
u 10 ._12 . 

andR are independently selected from the group consisting of 

15 hydrido, acetamido, haloacetamido, amidino, guanidino, alkyl, alkoxy, 
alkoxyamino, aminoalkyl, hydroxy, amino, lower alkylamino, 
alkylsulfonamido, amidosulfonyl, monoalkyl amidosulfonyl, dialkyl 
amidosulfonyl, hydroxyalkyl, aminoalkyl, halo, haloalkyl, carboalkoxy, 
carboxy, carboxyamido, carboxyalkyl, and cyano; 

20 Y°is formula (IV): 




(IV) 
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wherein D 5 , D 6 , J 5 , and J 6 are independently selected from the group 
consisting of C, N, 0, S and a covalent bond with the provisos that no more 
than one is a covalent bond, K 2 is C, no more than one of D 5 , D 6 , J 5 , and J 6 
is O, no more than one of D 5 , D 6 , J 5 , and J 6 is S, one of D 5 D 6 , J 5 and J 6 
5 must be a covalent bond when two of D 5 , D 6 , J 5 , and J 6 are 0 and S, and no 
more than four of D 5 , D 6 , J 5 , and J 6 are N; 

R . R , R 18 , and R 19 are independently selected from the group 
consisting of hydrido, amidino, guanidino, carboxy, haloallcylthio, alkoxy, 
hydroxy, amino, lower alkylaminp, alkylthio, alkylsulf.nyl, alkylsulfonyl 
10 alkanoyl, haloalkanoyl, alkyl, halo, haloalkyl, haloalkoxy, hydroxyalkyl, ' 
aminoalkyl, and cyano; 

R 16 and R 19 are optionally Q b with the proviso that no more than one of 
R andR 19 isQ b atthesameumeandthatQ b isQ b? ; 

Q b is selected from the group consisting of NR 2 °R 21 , Q be wherein Q be is 
15 hydrido, and QNR^NR^R 24 ; 

R 20 21 23 _24 jo 25 . 

' K R • mdR ^ mdependently selected from the group 

consisting of hydrido and alkyl; 
Q S is CH 2 . 

20 29. The compound as recited in Claim 28 or a pharmaceutically acceptable salt 
thereof, wherein; 

B is selected from the group consisting of cyclopropyl, cyclobutyl 
cyclopentyl, cyclohexyl, cycloheptyl, 2-(2R)-bicycloI2.2.1]-heptyl, oxetan-3- 
yl, azeudin-l-yl, azetidin-2-yl, azetidin-3-yI, and bicyclo[3.L0]hexan-6-yl, 
25 wherein each ring carbon is optionally substituted with R 33 , ring carbons and 
a nitrogen atoadjacent to the carbon atom at the point of attachment is optionally 
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substituted with R 9 or R 13 , a ring carbon or nitrogen adjacent to the R 
position and two atoms from the point of attachment is optionally substituted 
with R , and a ring carbon or nitrogen adjacent to the R 13 position and two 
atoms from the point of attachment is optionally substituted with R 12 ; 

K,K ,andR are independently selected from the group consisting 
of hydride methyl, ethyl, methoxy, ethoxy, hydroxy, amino, N-methylamino, 
N,N-diroethylamino, methylthio, trifluoromethyl, pentafluoroethyl, 2,2,2- 
trifluoroethyl, fluoro, chloro, bromo, amidosulfonyl, N-memylamjdosulfonyl, 
N,N-dimethylamidosulfonyl, hydroxymethyl, 1-hydroxyetbyl, amidocarbonyl, 
N-methylamidocarbonyl, carboxy, and cyano; 

R and R are independently selected from the group consisting of 
hydrido, amidino, amidocarbonyl, N-methylamidocarbonyl, guanidino, 
methyl, ethyl, methoxy, ethoxy, hydroxy, hydroxymethyl, 1-hydroxyethyl, 2- 
hydroxyethyl, carboxy, carboxymethyl, amino, acetamido, trifluoromethyl, 
pentafluoroethyl, 2,2,2-trifluoroethyl, trifluoroacetamido, aminomethyl, N- 
methylamino, dimethylamino, amidosulfonyl, N-methylamidosulfonyl, N,N- 

dimethylamidosulfonyl, methoxycarbonyl, fluoro, chloro, bromo, and cyano- 
33 ' 
R are independently selected from the group consisting of hydrido, 

amidino, guanidino, methyl, ethyl, methoxy, ethoxy, hydroxy, carboxy, 
amino, N-methylamino, dimethylamino, methylthio, ethylthio, trifluoromethyl, 
pentafluoroethyl, 2,2,2-trifluoroethyl, fluoro, chloro, bromo, amidosulfonyl, ' 
N-methylamidosulfonyl, hydroxymethyl, amidocarbonyl, cyano, and Q b ; 

A is selected from the group consisting of single covalent bond, NH, 
N(CH 3 ), CH 2 , CH 3 CH, CH 2 CH 2 , and CH 2 CH 2 CH 2 ; 

M is selected from the group consisting of N and R 1 ^; 

R 1 is selected from the group consisting of hydrido, hydroxy, amino, 
amidino, hydroxyamino, aminomethyl, methylamino, cyano, methyl, 
trifluoromethyl, methoxy, hydroxymethyl, methoxyamino, methylthio, 
trifluoromethoxy, fluoro, and chloro; 



9 
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2 

R is selected from the group consisting of phenyl, 2-thienyl, 2-furyl, 
2-pyrrolyl, 2-imidazolyl, 2-thiazoIyl, 3-isoxazolyl, 2-pyridyl, and 3-pyridyl, 
wherein a carbon adjacent to the carbon at the point f attachment is optionally 
substituted by R , the other carbon adjacent to the carbon at the point of 
5 attachment is optionally substituted by R |3 , a carbon adjacent to R 9 and two 

atoms from the carbon at the point of attachment is optionally substituted by 
_ 10 13 

' a carbon ad j*«nt to R and two atoms from the carbon at the point of 

attachment is optionally substituted by R 12 , and any carbon adjacent to both 

R ' ^ and R ' 2 is optionally substituted by R * • ; 

10 Y° is selected from the group consisting of: 

l^W^R 16 ^ 17 -^ 18 ^ 19 ^, 

3- QVQ *W W VR 19 pyndine, 3-Q b ^QUR 16 -2-R i9 thiophene, 
S-QW^R^^-R^furan^-QW-S-R^^R^uran, 

15 3^R 16 -2-R } Vole, 2-Q W-3-R 1 VR^pyrrole, 

4- Q b -2-Q S -5-R 19 thiazole, and 2-Q b -5-Q S ^R 17 thiazole; 

R 16 p 17 d 18 Jn 19 

' K ' K .andR are independently selected from the group 

consisting of hydrido, methyl, ethyl, amidino, guanidino, methoxy, hydroxy, 
amino, aminomethyl, 1-aminoethyl, 2-aminoethyl, N-methylamino, 
20 dimethylamino, methylthio, ethylthio, trifluoromethylthio, methylsulfinyl, 
methylsulfonyl, trifluoromethyl, pentafluoroethyl, 2,2,2-trifIuoroethyl, 
trifluoromethoxy.fluoro, chloro, amidosulfonyl, N-methylamidosulfonyl, 
hydroxymethyl, carboxy, and cyano. 
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Q b is selected from the group consisting of NR 20 R 21 and 

C(NR )NR R .with the proviso that said Q b group is bonded direcUy to a 
carbon atom; 

R 20 21 23 24 M 

' ' K ' K • 3,111 R ^independently selected from the group 
5 consisting of hydrido, methyl, and ethyl; 

Q S isCH 2 . 

30. The compound as recited in Claim 29 or a phaimaceutically acceptable salt 
thereof, wherein; 

10 B is selected from the group consisting of cyclopropyl, cyclobutyl 

cyclopentyl, cyclobexyl, 2-(2R)-bicycIo[2.2.1]-heptyl, oxetan-3-yI, azetidin-1- 
yl, azetidin-2-yl,and azetidin-3-yl; 

A is selected from the group consisting of a single covalent bond, 
CH 2 ,NHC(0),CH ? CH 2 and CH 2 CH 2 CH 2 ; 

15 M is selected from the group consisting of N and R J -C; 

R 1 is selected from the group consisting of hydrido, hydroxy, amino, 
methyl, trifluoromethyl, fluoro, and chloro; 

R is selected from the group consisting of 3-aminophenyl, 2,6- 
dichlorophenyl, 2-hydroxyphenyl, 5-amino-2-thienyl, and 3-thienyI; 
20 Y°is selected from the group consisting of: 

l-Q% ! . 2 -R 16 .3.R 17 * R 18 . 6 .R 19 ba» 2 e„e, 

3-QW^R 16 -2.R 19 thiopb e «, and ^Vim, 
16 19 

R andR are independently selected from the group consisting of 
hydrido. amidino, amino, aminomethyl, methoxy, methylamino, hydroxy 
25 hydroxymethyl, fluoro, chloro, and cyano; 

R and R 19 are optionally Q b with the proviso that no more than one 

of R and R 19 is Q b at the same time and that Q b is Q 1 *; 
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D 17 18 

80(1 R are independently selected from the group consisting of 
hydrido, fluoro, cfaloro, hydroxy, hydroxymethyl, amino, carboxy, and cyano; 

Q is selected from the group consisting of Q be wherein Q be is hydrido 
andQNR^NR 23 ^ 4 ; 
«i d 23 d 24 n 25 

» K , R , and R are independently selected from the group consisting of 

hydrido and methyl; 

Q S isCH 2 . 

3 1 . The compound as recited in Claim 30 or a phaimaceutically acceptable salt 
10 thereof, wherein; 

B is selected from the group consisting of cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl, 2-(2R)-bicycloI2.2.1]-heptyl, oxetan-3-yl, azetidin-1- 
yl, azetidin-2-yl^nd azetidin-3-yl; 

A is selected from the group consisting of a single covalent bond, 
15 CH 2 ,CH 2 CH 2 andCH 2 CH 2 CH 2 ; 

M is selected from the group consisting of N and R 1 -C; 

is selected from the group consisting of hydrido, fluoro, and 

chloio; 

2 

R is selected from the group consisting of 3-aminophenyl, 2,6- 
20 dichlorophenyl, 2-hydroxyhenyl, phenyl, 5-amino-2-thienyl, and3-thienyl; 

Y° is selected from the group consisting of 5-amidino-2-thienylmethyl, 
4-amidinobenzyl, 2-fluoro^anudinobenzyl, and 3-fluoro^-amdinobenzyl. 

32. A compound as recited in Claim 25 where said compound is selected from 
25 the group having the Formula: 
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•Y° 

a" 



o 



or a pharmaceutically acceptable salt thereof, wherein: 

R is 3-aminophenyl, B is cycylopropyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is CH; 

5 R is 3-aminophenyl, B is cyclobutyl, A is single bond, Y° is 4-amidino-2- 

fluorobenzyl, and M is CH; 

R is 3-aminophenyl, B is cyclobutyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is CH; 
2 

R is 3-aminophenyl, B is cyclopropyl, A is single bond, Y° is 4-amidino- 
1 0 2-fluorobenzyl, and M is CH; 
2 

R is 3-aminophenyl, B is cyclobutyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is CH; 
2 

R is 3-aminophenyl, B is cyclobutyl, A is single bond, Y° is 4-amidino-3- 
fluorobenzyl, and M is CH; 

!5 R 2 is 3-aminophenyl, B is cyclopeniyl, A is single bond, Y° is 4- 

amidinobenzyl, and M is CH; 

2 . 

R is Samino-2-thienyI, B is cyclobutyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is CH; 

R 2 is 3-aminophenyl, B is cyclopropyl, A is CH 2 , Y° is 4-amidinobenzyl, 
20 andMisCH; 

R 2 is 3-aminophenyl, B is 2-(2R)-bicyclo[2.2.1]-heptyl, A is single bond, 
I is 4-amidinobenzyl, and M is CH; 

R 2 is 3-aminophenyl, B is cyclopentyl, A is single bond, Y° is 4-amidino- 
2-fluorobenzyl, and M is CH; 
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R 2 is 3-aminophenyl, B is cyclohexyl, A is CH 2 CH 2 , Y° is 4- 
amidinobenzyl, and M is CH; 

R 2 is 2-hydroxyphenyl, B is cyclobutyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is CH; 
2 

5 R is phenyl, B is cyclobutyl, A is single bond, Y° is 4-amidinobenzyl. 

and M is CH; 

R is 3-thienyl, B is cyclobutyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is CH; 

R is 2,6-dichlorophenyl, B is cyclobutyl, A is single bond, Y° is 4- 
1 0 amidinobenzyl , and M i s CH; 
2 

R is 3-aminophenyl, B is cycylopropyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is cyclobutyl, A is single bond, Y° is 4-araidino-2- 
fluorobenzyl, and M is N; 

1 5 R * s 3-aminophenyl, B is cyclobutyl, A is single bond, Y° is 4- 

amidinobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is cyclopropyl, A is single bond, Y° is 4-amidino- 
2-fluorobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is cyclobutyl, A is single bond, Y° is 4- 
2 0 amidinobenzyl, and M is N; 

R is 3-aminophenyl, B is cyclobutyl, A is single bond, Y° is 4-amidino-3- 
fluorobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is cyclopentyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is N; 
2 

25 R is 5-amino-2-thienyl, B is cyclobutyl, A is single bond, Y° is 4- 

amidinobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is cyclopropyl, A is CH 2 , Y° is 4-amidinobenzyl, 
and M is N; 
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R 2 is 3-aminophenyl, B is 2-(2R)-bicyclo[2.2. 1 ]4ieptyl, A is single bond, 
Y° is 4-amidinobenzyl, and M is N; 
2 

R is 3-aminophenyl, B is cyclopentyl, A is single bond, Y° is 4-amidino- 
2-fluorobenzyl, and M is N; 

5 R 2 is 3-aminopbenyl, B is cyclohexyl, A is GH 2 CH 2 , Y° is 4- 

anudinobenzyl, and M is N; 

R is 2-hydroxyphenyl, B js cyclobutyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is N; 
2 

R is phenyl, B is cyclobutyl, A is single bond, Y° is 4-amidinobenzyl, 
10 andMisN; 

R is 3-thienyl, B is cyclobutyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is N; 

R 2 is 2,6-dicblorophenyl, 3 j s cyclobutyl, A is single bond, Y° is 4- 

amidinobenzyl, and M is N; 
2 

* 5 R is 3-aminophenyl, B is cycylopropyl, A is single bond, Y° is 4- 

amidinobenzyl, and M is CF; 
2 

R is 3-aminophenyl, B is cyclobutyl, A is single bond, Y° is 4~amidino-2- 
fluorobenzyl, and M is CF; 

R is 3-aminophenyl, B is cyclobutyl, A is single bond, Y° is 4- 
2 0 amidinobenzyl, and M is CF; 
2 

R is 3-aminophenyl, B is cyclopropyl, A is single bond, Y° is 4-amidino- 
2-fluorobenzyl, and M is CF; 
2 

R is 3-aminophenyl, B is cyclobutyl, A is single bond, Y° is 4- 
amidinobenzy], and M is CF; 
2 

25 R is 3-aminophenyl, B is cyclobutyl, A is single bond, Y° is 4-amidino-3- 

fluorobenzyl, and M is CF; 
2 

R is 3-aminophenyl, B is cyclopentyl, A is single bond, Y° is 4- 
amidinobenzyl, and M is CF; 
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R 2 is 5-amino-2-thienyl f B is cy lobutyl, A is single bond. Y° is 4~ 
amidinob nzyl, and M is OF; 

R 2 is 3-aminophenyl, B is cyclopropyl* A is CH^, Y° is 4-amidinobenzyl, 
andMUCF; 

5 R? is 3-aminophenyl, B is 2-(2R>-bicyclp[2^4]-heptyl, A is single bond, 

Y° is 4-amidinobcnzyl, and Mis CF; 

R? is 3-aminopheuyl, B is cyclopemyl. A is single bond, Y° is 4-amidino- 
^fluprobcnzyU and M is CF; 

R? is 3-aminpphBnyl. B is cyclohcxyi, A is CH 2 CH 2 , Y° is 4- 
X 0 ajnidmobenzyl, and M is CF; 

R 2 is 2-hydraxyphenyl, B is cyclobutyl, A is single bon^ Y° is 4- 
anudinobonzyl, and M is CF; 

r? j s phenyl, B is cyclobutyl, A is single bond. Y° is 4-amidinobenzyl, 
andMieCF; 

15 R 2 is 3-thienyl, B is cyclobutyl. A is single bond, Y° is 4- 

amidinobenzyl, and M is CF; 

R 2 is 2.6-dichiorophenyl, B U cyclobutyl, A is single bond- Y° is 4- 
amidmobenzyl, and M is CF, 

20 33 . The compound having the Formula: 



o 



or a phannaccutically acceptable salt thereof, wherein; 
B is the Formula: 
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15 




32 33 _34 _35 36 
K , K , R , R , and R are independently selected from the 

group consisting of hydrido, acetamido, haloacetamido, amidino, guanidino, 
alkylenedioxy, haloalkylthio, alkanoyloxy, alkoxy, hydroxy, amino, 
alkoxyamino, haloalkanoyl, nitro, lower alkylamino. alkylthio, aryl, aralkyl, 
cycloalkyl, cycloalkylalkyl, alkylsulfonamido, amidosulfonyl, monoalkyl 
amidosulfonyl, dialkyl amidosulfonyl, alkyl, alkenyl, halo, haloalkyl, 
haloalkenyl, haloalkoxy, hydroxyalkyl, alkylamino, carboalkoxy, carboxy, 
carboxamido, cyano, and Q b ; 

B is optionally selected from the group consisting of hydrido, 
trialkylsilyl, C2-C8 alkyl, C3-C8 alkylenyl, C3-G8 alkenyl, C3-C8 alkynyl, 
and C2-C8 haloalkyl, wherein each member of group B is optionally 
substituted at any carbon up to and including 6 atoms from the point of 

attachment of B to A with one or more of the group consisting of R 32 , R 33 , 

d 34 « 35 * „36 
R ,R ,andR ; 

B is optionally selected from the group consisting of C3-C12 
cycloalkyl and C4-C saturated heterocyclyl, wherein each ring carbon is 

33 

optionally substituted with R , a ring carbon other than the ring carbon at the 

point of attachment of B to A is optionally substituted with oxo provided that 
20 no more than one ring carbon is substituted by oxo at the same time, ring 

carbons and a nitrogen adjacent to the carbon atom at the point of attachment 

are optionally substituted with R or R 13 , a ring carbon or nitrogen adjacent to 
9 

the R position and two atoms from the point of attachment is optionally 
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substituted with R 10 , a ring carbon or nitrogen adjacent to the R 13 position 

and two atoms from the point of attachment is optionally substituted with R 12 , 

a ring carbon three atoms from the point of attachment and adjacent to the R 10 

position is optionally substituted with R 1 \ a ring carbon three atoms from the 

12 

5 point of attachment and adjacent to the R position is optionally substituted 
33 

with R , and a ring carbon four atoms from the point of attachment and 
1 1 33 

adjacent to the R and R positions is optionally substituted with R 34 ; 

9 10 11 12 13 
R , R , R , R f and R are independently selected from the 

group consisting of hydrido, acetaraido, haloacetamido, olkoxyamino, 
1 0 alkanoyl, haloalkanoyl, amidino, guanidino, alkylenedioxy, haloalkylthip, 
alkoxy, hydroxy, amino, lower alkylamino, alkylthio, alkyl sulfmyl, 
alkylsulfamido, alkylsulfonyl, amidosulfonyl, monoalkyl amidosulfonyl, 
dialkyl amidosulfonyl, alky), halo, haloalkyl, haloalkoxy, hydroxyalkyl, 
aminoalkyl, carboalkoxy, carboxy, carboxyalkyl, carboxamido, and cyano; 
15 A is selected from the group consisting of single covalent bond and 

15 7 

(CH(R )) pa -(W ) n wherein rr is an integer selected from 0 through 1 , pa is 

7 

an integer selected from 0 through 3, and W is selected from the group 

consisting of O, S, C(O), (R ? )NC(0), (R ? )NC(S), and N(R ? ); 

R is selected from the group consisting of hydrido, hydroxy and alkyl; 

20 R 15 is selected from the group consisting of hydrido, hydroxy, halo, 

alkyl, and haloalkyl; 

M is selected from the group consisting of N and R 1 -C; 

R 1 is selected from the group consisting of hydrido, hydroxy, 
hydroxyamino, amidino, amino, cyano, hydroxyalkyl, alkoxy, alkyl, 
25 alkylamino, aminoalkyl, alkylthio, alkoxyamino, haloalkyl, haloalkoxy, and 
halo; 
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R 2 isZ°^; 

Z° is selected from the group consisting of c valent single bond and 

41 42 41 
(CR R ) wherein q is an integer selected from 1 through 2, (CH(R )) - 

W^CHfR ))p wherein g and p are integers independently selected from 0 

5 through 3 and W° is selected from the group consisting of O, S, and N(R 41 ), 

41 22 42 
and(CH(R )) C -W^-(CH(R )) h wherein e and h are integers independently 

selected from 0 through 1 and is selected from the group consisting of 
41 42 

CR =CR , 1,2-cyclopropyl, 1,2-cyclobutyl, 1,2-cycIohexyl, 1,3- 

cyclohexyl, 1,2-cyclopentyl, 13-cycIopentyl, 23-morpholinyl, 2,4- 
1 0 morpholinyl, 2,6-morpholinyl, 3,4-morpholinyl, 3^-morpholinyl, 1,2- 

piperazinyl, 13-piperazinyl, 23-piperazinyl, 2,6-piperazinyl, 1^-piperidinyl, 
13-piperidinyl, 23-piperidinyl, 2,4-piperidinyl, 2,6-piperidinyl, 3,4- 
piperidinyl, 1,2-pyrrolidinyl, 13-pyrrolidinyl, 23-pyn-oUdinyl, 2,4- 
pyrrolidinyl, 2,5-pyrrolidinyl,3,4-pyrrolidinyl, 23-tetrahydrofuranyl, 2,4- 
1 5 tetrahydrofuranyl, 2,5-tetrahydrofuranyl, and 3,4-tetrahydrofuranyl, with the 
proviso that Z° is directly bonded to the pyrazinone ring; 
41 42 

R and R are independently selected from the group consisting of 
bydrido, hydroxy, and amino; 

Q is selected from the group consisting of hydrido with the proviso that 
20 Z° is other than a covalent single bond, aryl and heteroaryl, wherein a carbon 

adjacent to the carbon at the point of attachment is optionally substituted by R 9 , 

the other carbon adjacent to the carbon at the point of attachment is optionally 

13 9 
substituted by R , a carbon adjacent to R and two atoms from the carbon at 

the point of attachment is optionally substituted by R 10 , a carbon adjacent to 
13 

25 R and two atoms from me carbon at the point of attachment is optionally 
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..... -10 12 

substituted by R 



substituted by R , and any carbon adjacent to both R 10 and R 12 is optionally 
11 



4a 4a 

K is CHR wherein R is selected from the group consisting of 
hydrido, hydroxyalkyl, alkyl, alkoxyalkyl, alkylthioalkyl, and haloalkyl; 
5 E° is selected from the group consisting of a covalent single bond, 

C(0)N(H), (H)NC(0),(R 7 )NS(0) 2 , and S(0) 2 N(R ? ); 

Y AT isQ b -Q s ; 
s 37 38 

Q is (CR R ) b wherein b is an integer selected from 1 through 4, 

37. 

R is selected from the group consisting of hydrido, alkyl, and haloalkyl, and 
38 

10 R is selected from the group consisting of hydrido, alkyl, haloalkyl, aroyl, 

and heteroaroyl with the provisos that there is at least one aroyl or heteroaroyl 
substituent, that no more than one aroyl or heteroaroyl is bonded to 
37 38 

(CR R ) b at the same time, mat said aroyl and said heteroaroyl are 
optionally substituted at from one through three of the ring carbons with a 
15 substituent selected from the group consisting of R 16 , R 17 , R 18 , a „d R 19 , 

that said aroyl and said heteroaroyl are bonded to the CR 3? R 38 that is directly 

bonded to E°, that is no more than one alkyl or one haloalkyl is bonded to a 
37 38 

CR R at the same time, and that said alkyl and haloalkyl are bonded to a 



20 



carbon other than the one bonding the aroyl or heteroaroyl; 
p 16 17 18 19 

• K • K > and R are independendy selected from the group 

consisting of hydrido, amidino, guanidino, carboxy, haloalkylthio, alkoxy, 
hydroxy, amino, alkoxyamino, lower alkylamino, alkylthio, alkylsulfinyl, 
alkylsulfonyl, alkanoyl, haloalkanoyl, alkyl, halo, haloalkyl, haloalkoxy, 
hydroxyalkyl, aminoalkyl, and cyano; 
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andR are optionally Q with the proviso that no more than one 
of R 16 and R 19 is Q b at the same time and that Q b is Q 1 *; 

Q b is selected from the group consisting of NR 2 °R 21 , wherein Q be is 
hydrido, NCR^QNR^R^KR 24 ), & QNR^NR^R 24 with the 
5 provisos that no more than one of R 20 and R 21 is hydroxy, amino, alkylamino, or 
dialkylamino at the same time and that no more than one of R 23 and R 24 i s 

hydroxy, amino, alkylamino, or dialkylamino at the same time- 

R 20 21 23 24 25 26 

' * ,K » K » R .andR are independently selected from 

the group consisting of hydrido, alky!, hydroxy, amino, alkylamino and 
10 dialkylamino. 

34. The compound as recited in Claim 33 having the Formula: 

,2 




or a pharmaceutical^ acceptable salt thereof, wherein; 
15 B is the Formula: 
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R 32 I? 33 P 34 D 35 J r,36 

• K • K ' K . and R are independently selected from the 

group consisting of hydrido, amidino, guanidino, methyl, ethyl, methoxy, 
ethoxy, hydroxy, amino, N-methylamino, dimethylamino, methylthio, 
ethylthio, trifluoromethyl, pentafluproethyl, 2,2,2-trifluoroethyl, fluoro, 
5 chloro, bromo, amidosulfonyl, N-methylamidosulfonyl , hydroxymethyl, 
amidocarbonyl, carhoxy, cyano, and Q b ; 

B is optionally selected from the group consisting of hydrido, ethyl, 2- 
propenyl, 2-propynyl, propyl, isopropyl, butyl, 2-butepyl, 2-butynyl, sec- 
butyl, /m-butyl, isobutyl, 2-methylpropenyl, 1 .pentyl, 2-pentenyl, 3-pentenyl, 
1 0 2-pentynyl, 3-pentynyl, 2-pentyl, 3-pentyl, 2-methylbutyl, 2-methyl-2- 

butenyl, 3-methylbutyl, 3-methyl-2-butenyl, 1-hexyl, 2-hexenyl, 3-hexenyl, 4- 
hexenyl,2-hexynyl t 3-hexynyl,4-hexynyl, 2-hexyl. l-methy{-2-pentenyl, 1- 
methyl-3-pentenyl, l-metbyl-2-pentynyl, l-methyI-3-pentynyl, 3-hexyl, 1- 
ethyl-2-butenyl, 1-heptyl, 2-heptenyI, 3-heptenyI, 4-heptenyl, Sheptenyl, 2- 
15 heptynyl,3-heptynyl,4-heptynyl,5-heptynyl,2-heptyl,l-methyl-2-hexenyl, 
l-methyl-3-hexenyl, l-methyl-4-hexenyl, l-methyl-2-hexynyl ? l-methyl-3- 
hexynyl, l-naethyl-4-hexynyl,3-heptyl, l-ethyl-2-penteny}, l-ethyl-3- 
pentenyl, l-ethyl-2-pentynyl, l-ethyI-3-pentynyl. 2,2,2-trifluoroethyl, 2,2- 
difluoropropyl, 4-trifluoromethyl-5^trinuoropentyl, 4- 
20 trifluoromethylpentyl, 5,5,6,6,6-pentafluorohexyl, and 333-trifluoropropyl, 
wherein each member of group B is optionally substituted at any caroon up to 
and including 5 atoms from the point of attachment of B to A with one or more 
of the group consisting of R 32 , R 33 R 34 , R 35 , &Dd R 36 . 

B is optionally selected from the group consisting of cyclopropyl, 

25 cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, 2-(2R)-bicyclo[2.2. 1]- 

heptyl, oxetan-3-yl, azetidin-l-yl, azetidin-2-yl, azeUdin-3-yl, and 

bicyclo[3.1.0]hexan-6-yl, wherein each ring carbon is optionally substituted 
33 

with R , ring carbons and anitrogen adjacent to the carbon atom at the point 
of attachment is optionally substituted with R 9 or R 13 , a ring carbon or 



30 



nitrogen adjacent to the R 9 position and two atoms from the point of attachment 



is optionally substituted with R 10 , and a ring carbon or nitrogen adjacent to the 
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K position and two atoms from the point of attachment is optionally 
12 

substituted with R ; 

9 11 13 

K , R , and R are independendy selected from the group consisting 
of hydrido, methyl, ethyl, methoxy, ethoxy, hydroxy, amino, N-methylamino, 
N,N-dimethyIamino, methylthio, trifluoromethyl, pentafluoroethyl, 2,2.2- 
trifluoroethyl, fluoro, chloro, bromo, amidosulfonyl, N-methylamidosulfonyl, 
N,N-dimethylamidosulfonyl, hydroxymethyl, 1-hydroxyethyl, amidocarbonyl, 
N-methylamidocarbonyl, carboxy, and cyano; 
n 10 ._I2 . 

K andR are independendy selected from the group consisting of 
hydrido, amidino, amidocarbonyl, N-methylamidocarbonyl, guanidino, 
methyl, ethyl, methoxy, ethoxy, hydroxy, hydroxymethyl, 1-hydroxyethyl, 2- 
hydroxyethyl, carboxy, carboxymethyl, amino, acetamido, trifluoromethyl, 
pentafluoroethyl, 2,2,2-trifluoroethyl, trifluoroacetamido, aminomethyl, N- 
methylamino, dimethylamino, amidosulfonyl, N-methylamidosulfonyl, NJvJ- 
15 dimethylamidosulfonyl, methoxycarbonyl, fluoro, chloro, bromo, and cyano; 

A is selected from the group consisting of single covalent bond, NH, 
N(CH 3 ), CH 2 , CH 3 CH, CH 2 CH 2 , and CH 2 CH 2 CH 2 ; 

M is selected from the group consisting of N and r'-C; 

R 1 is selected from the group consisting of hydrido, hydroxy, amino, 
amidino, hydroxyamino, aminomethyl, 1-aminoethyI, methylamino, 
dimethylamino, cyano, methyl, ethyl, trifluoromethyl, pentafluoroethyl, 2,2,2- 
trifluoroethyl, methoxy, hydroxymethyl, 1-hydroxyethyl, 2-hydroxyethyl, 
methoxyamino, methylthio, ethylthio, trifluoromethoxy, 1,1,2,2- 
tetrafluoroethoxy, fluoro, chloro, and bromo; 

R is selected from the group consisting of phenyl, 2-thienyl, 2-furyl, 
2-pyrrolyl, 2-imidazolyl, 2-thiazolyl, 3-isoxazolyl, 2-pyridyl, and 3-pyridyl, 
wherein a carbon adjacent to the carbon at the point of attachment is optionally 
substituted by R , the other carbon adjacent to the carbon at the point of 
attachment is optionally substituted by R 13 , a carbon adjacent to R 9 and two 

atoms from the carbon at the point of attachment is optionally substituted by 

275 
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_ 10 13 

.a carbon adjacent to R and two atoms from the carbon at the point of 

attachment is optionally substituted by R* ? , and any carbon adjacent to both 

u 10 .,t>12. 11 
K and R is optionally substituted by R ; 

Y AT isQ b -Q s ; 
5 Q is selected from the group consisting of: 

C[R 37 (benzoyl)](CR 37 R 38 ) b ], 
C[R 37 (2-pyridylcarbonyl])](CR 37 R 3? ) b ] , 

CtR 37 (3-pyridylcarhonyl])](CR 37 R 38 ) b ], 
37 

C[R (4-pyridylcarbonylJ)](CR 37 R 38 ) b ], 

10 CrR (2-thienylcarbonylJ)J(CR 37 R 38 ) b ], 

C[R 37 (3-thienylcarbonyl])](CR 37 R 38 ) b ], 
37 

C[R (2-thia2olylcarbonyI])](CR 37 R 38 ) b ] ( 
37 

C[R (4-thia2olylcarbonyl])](CR 37 R 38 ) b ], and 
37 

C[R (5-thiazolylcarbonyl])](CR 37 R 38 ) b ], wherein b is an integer selected 
15 from 1 through 3, R 37 and R 38 are independendy selected from the group 
consisting of hydrido, alkyl, and haloalkyl, with the provisos that said aroyl 
and said heteroaroyl are optionally substitoted at from one through three of the 
ring carbons with a substituent selected from the group consisting of R 16 , 
R 17 , R 18 , and R 19 with the proviso that R 17 and R 18 are optionally 
20 substituted at a carbon selected from other than the meta and para carbons 
relative to the carbonyl of the benzoyl substituent and the heteroaroyl 
substituent, that said benzoyl and said heteroaroyl are bonded to the carbon 
directly bonded to amide nitrogen of the Hamidocarbonymethylene) group, 
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and that is no more than one alkyl or one haloalkyl is bonded to a CR 37 R 38 at 
the same time; 

_ 16 17 18 19 . 

' K • K . and R are independently selected from the group 

consisting of hydrido, methyl, ethyl, amidino, guanidino, methoxy, hydroxy, 
5 amino, aminomethyl, 1-aminoethyl, 2-aminoethyl, N-methylamino, 

dimethylamino, methyltbio, ethylthio, trifluororoethylthio, methylsulfinyl, 
methylsulfonyl, trifluoromethyl, pentafluoroethyl, 2,2,2-trifluoroethyl, 
trifluoromethoxy, fluoro, chloro, amidosulfonyl, N-methylamidosulfonyl, 
hydroxymethyl, carboxy, and cyano; 

10 Q b is selected from the group consisting of NR 2 °R 21 and 

25 23 24 0 
C(NR )NR R , with the proviso that said Q group is bonded directly to a 

carbon atom; 

20 21 23 24 25 
K »R ,R ,R ,andR are independently selected from the 

group consisting of hydrido, methyl, and ethyl. 

15 

35, The compound as recited in Claim 34 or a phaimaceutically acceptable salt 
thereof, wherein; 

B is selected from the group consisting of 2-aminophenyl, 3- 

aminophenyl, 3-amidinophenyI, 4-amidinophenyl, 3-carboxyphenyl, 3- 

20 carboxy-5-hydroxyphenyl, 3-chlorophenyl, 4<hlorophenyl, 3,4- 

dichlorophenyl, 2-fluorophenyl, 3-iluorophenyl, 3,4-difluorophenyl, 3- 

hydroxyphenyl, 4-hydroxyphenyl, 3-methoxyaminophenyl, 3-methoxyphenyl, 

4-methoxyphenyl. 3-methyIphenyl, 4-methylphenyl, phenyl, and 3- 
trifluoromethylphenyl; 

B is optionaUy selected from the group consisting of hydrido,ethyl, 2- 

propenyl, 2-propynyl, propyl, isopropyl, butyl. 2-butyl, (R)-2-butyl,(S)-2- 

butyl, /m-butyl, isobutyl, 1-pentyl, 3-pentyl, 2-methyl butyl, 2^,2- 

trifluoroethyl, 6-amidocarbonylhexyl, 4-methyl-2-pentyl, 3-hydroxypropyl, 3- 

methoxy-2-propyl, 2-methoxyethyl, 2-methyl-2-butyl, 3-methyl-2-butyl, 2- 

30 dimethylaminopropyl, 2-cyanoethyl, 6-hydroxyhexyl, 2-hydroxyethyl, 2- 

amidinoethyl, 2-guanidinoethyl, 3-guanidinopropyl, 4-guanidinobutyI, 3- 

hydroxypropyl, 4-hydroxybutyl, 6-cyanohexyl, 2-dimethylaminoethyl, 3- 



25 



277 



:1L O O ^pMh 4» 7 - O «•#• Q 3 O S 

WO 00/69832 PCT/DS00/09806 

methylbutyl, 2-methyIbutyl, (S)-2-methy!butyl, 3-aminopropyl, 2-hexyl, and 
4-aminoburyl; 

B is optionally selected from the group consisting of cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl, 2-(2R)-bicyclo[2.2.1 J-heptyl, oxetan-3- 
5 yl, azetidin-l-yl, azetidin-2-yl, an d azetidin-3-yl; 

A is selected from the group consisting of single covalent bond, CH 2 , 
CH 3 CH, CH 2 CH 2 , and CH 2 CH 2 CH 2 ; 

M is selected from the group consisting of N and R 1 -C; 



10 



15 



20 



25 



30 



R is selected from the group consisting of hydrido, hydroxy, amino, 
amidino, hydroxyamino, aminomethyl, methylamino, cyano, methyl, 
trifluoromethyl, methoxy, hydroxymethyl, methoxyamino, methylthio, 
trifluoromethoxy, fluoro, and chloro; 

R is selected from the group consisting of S-amino-3- 
amidocarbonylphenyl, Samino-2-fluoropbenyl, 3-amino-5- 
hydroxymethylphenyl, 5-amino-3-methoxycarbonylphenyl, 3*midinophenyl, 
3-amino-2-methylphenyl, 5-amino-2-methylthiophenyl, 3-aminophenyl, 
benzyl, 3-carboxyphenyl, 3-carboxy-5-aminophenyl, 3-carboxy-S 
hydroxyphenyl, 3-carooxymemyI-Saniinophenyl, 3-carboxymethyl-5- 
hydroxyphenyl, 3-carboxymethylpbenyl, 3-chlorophenyl, 2-chlorophenyl, 
2,6-dichlorophenyl, 3-cyanophenyl, 3-dimethylaminophenyI, 2-fluorophenyl, 
3-fluorophenyl, 2,5-difluorophenyl, 2-hydroxyphenyl, 3-hydroxyphenyl, 3- 
methanesulfonylaminophenyl, 2-methoxyphenyl, 3-methoxyphenyl, 3- 
methoxyaminophenyl, 3-methoxycarbonyl P henyl, 2-methylaminophenyl, 3- 
methylaminophenyl, 2-methylpbenyl, 3-methylphenyl, 4-methylphenyl, 
phenyl, 3-trifluoroacetamidophenyl, 3-trinuoromethylphenyl, 2- 
trifluoromethylphenyl, 5-amino-2-thienyl, 5-amino-3-thienyU 3-bromo-2- 
thienyl, 3-pyridyl, 4-pyridyl, 2-thienyl, and 3-thienyl; 

Y^isQ^Q 5 ; 

_s . 

Q is selected from the group consisting of: 
[CH(benzoyl)J(CH 2 ) b , [CH(2-pyridyIcarbonyI)](CH 2 ) b , 
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(CH(3-pyiidylcarbonyl)](CH 2 ) b , [CH(4-pyridylcarbonyl)](CH 2 ) b , 
[CH(2-thienylcarbonyl)](CH2) b ,[CH(3-thicnylcarbonyl)J(CH 2 ) b , 
[CH(2-thia2olylcarbonyl)](CH 2 ) b , [CH(4-thiazolylcarbonyl)J(CH 2 ) b , 
and [CH(5-thiazolylcart)onyl)](CH 2 ) b . wherein b is an integer selected from 1 
5 through 3, with the provisos that said aroyl and said heteroaroyl are optionally 
substituted at from one through three of the ring carbons with a substituent 
selected from the group consisting of R ?6 , R* 7 , R 18 , and R 19 with the 
17 18 

proviso that R and R are optionally substituted at a carbon selected from 
other than the meta and para carbons relative to the carbonyl of the benzoyl 
1 0 substituent and the heteroaroyl substituent, and that said benzoyl and said 
heteroaroyl substituent are bonded to the carbon directly bonded to amide 
nitrogen of the Hamidocarbonymethylene) group; 

16 19 

R and R are independently selected from the group consisting of 

hydrido, amidino, amino, aminomethyl, methoxy, methylamino, hydroxy, 
15 hydroxymethyl, fluoro, chloro, and cyano; 

17 ,18 

R and R are independently selected from the group consisting of 
hydrido, fluoro, chloro, hydroxy, hydroxymethyl, amino, carboxy, and cyano- 
Q^sQNR^NR^R 24 ; 

D 23 24 25 

- R -andR are independently selected from the group 

2 0 consisting of hydrido and methyl. 

36. The compound as recited in Claim 35 or a phaimaceutically acceptable salt 
thereof, wherein; 

B is selected from the group consisting of 3-aminophenyl, 3- 
25 amidinophenyl, 4-amidinophenyl. 3-chlorophenyl, 4-chIorophenyl, 3,4- 
dichlorophenyl, 2-fluorophenyl, 4-methylphenyl, and phenyl; 

B is optionally selected from the group consisting of hydrido.ethyl, 2- 
propenyl, 2-propynyI, propyl, isopropyl, butyl, 2-butyl, (R)-2-butyl,(S)-2. 
butyl, /err-butyl, isobutyl, 1-pentyl, 3-pentyl. 2-methylbutyl, 2,2,2- 
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trifluoroethyl, 6-amidocarbonylhexyI, 4-methyl-2-pentyI, 3-hydroxypropyl, 3- 
methoxy-2-propyl, 2-methoxyethyl, 2-methyl-2-butyl, 3-methyl-2-butyl, 2- 
dimethylaminopropyl, 2-cyanoethyI, 6-hydroxyhexyl, 2-hydroxyethyl, 2- 
amidinoethyl, 2-guanidinoethyl, 3-guanidinopropyl, 4-guanidinobutyl, 3- 
hydroxypropyl, 4-hydroxybutyl, 6-cyanohexyl, 2-dimetbylaminoethyl, 3- 
methylbutyl, 2-methylbutyl, (S)-2-methylbutyl, 3-aminopropyl, 2-hexyl, and 
4-aminobutyl; 

B is optionally selected from the group consisting of cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl, 2-(2R)-bicyclo[2 fc 2.1]-heptyl, oxetan-3- 
yl, azetidin-l-yl, azetidin-2-yl, and azetidin-3-yl; 

A is selected from the group consisting of a single covalent bond, 
CH 2 , CH 2 CH 2 and CH 2 CH 2 CH 2 ; 

M is selected from the group consisting of N and R*-C; 

R 1 is selected from the group consisting of hydrido, hydroxy, amino, 
methyl, trifluoromethyl, fluoro, and chloro; 
2 

R is selected from the group consisting of 3-aminophenyl, benzyl, 
2,6-dichlorophenyl, 5-amino-2-thienyl, 5-amino-2-fluorophenyl, 3-amino-2- 
methylphenyl, 5-aminc>-2-methylthiophenyl, 3-carboxyphenyl, 3-cyanophenyl, 
3-chlorophenyl, 2-hydroxyhenyl, 3-hydroxyphenyI, 3- 
methanesulfonylaminophenyl, 3-methoxycarbonylphenyl, 3- 
dimethylaminophenyl, 3-methylaminophenyl, 2-methylphenyl, 3- 
methylphenyl, phenyl, 3-pyridyl, 3-trinuoroacetaraidophenyl, 3-bromo-2- 
thienyl, 2-thienyl, and3-thienyl; 

Y AT is selected from the group consisting of 5-guanidino-l-oxo-l-(2- 
thiazolyl)-2-pentyl, 5-guanidincl-oxo-K4-thiazolyl)-2-pentyl, 5-guanidino- 
l-oxo-l-(5-thiazolyl)-2-pentyl, 5-guanidino-l^xo-l-(4-amino^2-thiazolyl)-2- 
pentyl, and 5-guanidino-l-oxo-l-phenyl-2-pentyl. 

37. A compound as recited in Claim 33 where said compound is selected from 
the group having the Formula: 
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or a phannaceutically acceptable salt thereof, wherein: 

2 AT 

R is 3-airiinopbenyl, B is phenyl, A is CH 2 , Y is5-guanidino-l-oxo-l- 
(2-thiazolyl)-2-pentyl, and M is CH; 
5 R 2 is phenyl, B is phenyl, A is CH 2 CH 2 , Y AT is 5-guanidino-l-oxo-H2- 

thiazolyI)-2-pentyl, and M is CH; 

R? is benzyl, B is phenyl, A is CH 2 CH 2 , Y AT is 5-guanidino-l-oxo-l-(2- 
thiazolyl)-2-pentyl, and M is CH; 

R ? is phenyl, B is phenyl, A is CH 2 CH ?t Y AT is 5-guanidino-l-oxo-l-(2- 
1 0 thiazolyl)-2-pentyl, and M is CH; 

R 2 is benzyl, B is phenyl, A is CH 2 CH 2 , Y AT is 5-guanidino-l-oxo-l-(2- 
thiazolyl)-2-pentyl, and M is CH; 

R 2 is phenyl, B is phenyl, A is CH 2 CH 2 , Y AT is Sguanidino-l-oxo-l-(2- 
thiazolyl)-2-pentyl, and M is CH; 

15 R 2 is 3-aminophenyl, B is phenyl, A is CH 2 , Y AT is 5-guanidino-l-oxo-l- 

(2-thiazolyl)-2-pentyl, and M is CF; 

R 2 is phenyl, B is phenyl, A is CH 2 CH 2 , Y AT is 5-guanidino-l-oxo-l-(2- 
thiazoly l)-2-pentyl , and M is CF; 

R 2 is benzyl, B is phenyl, A is CH 2 CH 2 , Y AT is 5-guanidino-l-oxo-l-(2- 
2 0 thiazolyl)-2-pentyl, and M is CF; 

R 2 is phenyl, B is phenyl, A is CH 2 CH 2 , Y AT is 5-guanidino-l-oxo-l-(2- 
thiazolyl)-2-pentyl, and M is CF; 
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R 2 is benzyl, B is phenyl, A is CH 2 CH 2 , Y AT is 5-guanidino-l-oxo-l-<2- 
thiazolyl)-2-pentyl, and M is CF; 

R 2 is phenyl. B is phenyl, A is CH ? CH ? , Y AT is 5-guanidino-l-oxo-l-(2- 
thiazolyl)-2-pentyl, and M is CF; 

5 R 2 is 3-aminophenyl, B is phenyl, A is CH 2 , Y AT is 5-guanidino-l-oxo-l- 

(2-thiazolyl)-2-pentyl, and M is CC1; 

R ? is phenyl, B is phenyl, A is CH 2 CH ? , Y AT is S-guanidino-l-oxo-H2- 
thiazolyl)-2-pentyl, and M is CO; 

R 2 is benzyl, B is phenyl, A is CH 2 CH 2 , Y AT is 5-guanidino-l-oxo-l-(2- 
1 0 thiazolyl)-2-pentyI, and M is CQ; 

R 2 is phenyl, B is phenyl, A is CH 2 CH ? , Y AT is 5-guanidino-l-oxo-l-(2- 
thiazolyl)-2-pentyl, and M is CO; 

R 2 is benzyl, B is phenyl, A is CHjCH^ Y AT is 5-guanidino-l-oxoH2- 
thiazolyl)-2-pentyl, and M is CQ; 
2 

15 R is phenyl, B is phenyl, A is CH 2 CH ? , Y AT is 5-guanidino-l-oxo-l-(2- 

thiazolyl)-2-pentyl, and M is CC1; 

R 2 is 3-aminophenyl, B is phenyl, A is CH 2 , Y AT is 5-guanidino-l -oxo-1- 
(2-thiazolyl>-2-pentyl, and M isN; 

R 2 is phenyl, B is phenyl, A is CH 2 CH 2 , Y AT is Sguanidino-l-oxo-l-(2- 
2 0 thiazolyl)-2-pentyl, and M is N; 

R 2 is benzyl, B is phenyl, A is CH 2 CH 2 . Y AT is 5-guanidino-l-oxo-l-(2- 
thiazolyl)-2-pentyl, and M is N; 

R 2 is phenyl, B is phenyl, A is CH 2 CH 2 , Y AT is 5-guanidino-l-oxo-l-(2- 
thiazolyl>2-pentyl, and M isN; 
25 R 2 is be^y,, B fa pheny , A fa yAT ^ ^^no-l-oxo-Hl- 

thiazolyl)-2-pentyl, and M is N; 
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R 2 is phenyl, B is phenyl, A is CH 2 CH 2 . Y AT is 5-guanidino-l-oxo-l-(2- 
thiazolyl)-2-pentyl, and M is N. 

38. A composition for inhibiting thrombotic conditions in blood comprisin< 
5 compound of any one of Claims 8, 16, 24, 32, and 37 and a pharmaceutical 

acceptable carrier. 

39. A composition for inhibiting thrombotic conditions in blood cZprisino a 
compound of any one of Claims 1 through 7, Claims 9 through^, Claims°l7 

10 through 23, Claims 25 through 31, and Claims 33 through 3?and a 
phaimaceutically acceptable carrier. / 

40. A method for inhibiting thrombotic conditions irr4od comprising addin* 
to blood a therapeutically effective amount of a exposition of any one of " 

15 Claims 38 and 39. / 

41. A method for inhibiting formation of>od platelet aggregates in blood 
compnsing adding to blood a therapeu^cally effective amount of a composition 
of any one of Claims 38 and 39. / 

20 / 

42. A method for inhibiting thrombus formation in blood comprising addin» to 
blood a therapeutically effe/ve amount of a composition of any one of Claims 
38 and 39. / 

25 43. A method for treating or preventing venuous thromboembolism and 

pulmonary embcjfsm in a mammal comprising administering to the mammal a 
Uierapeuticall/effective amount of a composition of any one of Claims 38 and 



3 0 44. A/method for treating or preventing deep vein thrombosis ,n a mammal 

.pnsing administering to the mammal a therapeutically effective amount of a 
bmposition of of any one of Claims 38 and 39. 
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ytnftl, , 45- A meth0d for treatin § or Preventing cardiogenic thromboembolism in* 

yj j mammal comprising administering to the mamma] a therapeutically effective 

^ amount of a composition of any one of Claims 38 and 39. X 



5 46. A method for treating or preventing thromboembo^stroke in humans and 
other mammals comprising administering to the mammal a therapeutically 
effective amount of a composition of any on^of Claims 38 and 39. 

47. A method for treating or preventing thrombosis associated with cancer and 

10 cancer chemotherapy in humaaTand other mammals comprising administering 

to the mammal a merapejrtically effective amount of a composition of any one" 
of Claims 38 and i 

48. A method for treating or preventing unstable angina in humans and other 
1 5 mammals comprising administering to the mammal a therapeutically effective 

nount of a composition of any one of Claims 38 and 39. 

49. A method for inhibiting thrombus formation in blood comprising adding to 

blood a therapeutically effective amount of a compound of any one of Claims 1 

2 0 through 37 with a therapeutically effective amount of fibrinogen receptor 
antagonist. 

50. The use of a compound of any one of Claims 1 through 37, or a 
pharmaceutically acceptable salt thereof, in the manufacture of medicament for 

25 inhibiting thrombus formation, treating thrombus formation, or preventing 
thrombus formation in a mammal. 
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